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Early childhood growth patterns are associated with adult health, yet the genetic factors and the developmental 
stages involved are not fully understood. Here, we combine genome-wide association studies with modeling of 
longitudinal growth traits to study the genetics of infant and child growth, followed by functional, pathway, 
genetic correlation, risk score, and colocalization analyses to determine how developmental timings, molecular 
pathways, and genetic determinants of these traits overlap with those of adult health. We found a robust overlap 
between the genetics of child and adult body mass index (BMI), with variants associated with adult BMI acting as 
early as 4 to 6 years old. However, we demonstrated a completely distinct genetic makeup for peak BMI during 
infancy, influenced by variation at the LEPR/LEPROT locus. These findings suggest that different genetic factors 
control infant and child BMI. In light of the obesity epidemic, these findings are important to inform the timing 
and targets of prevention strategies.
INTRODUCTION
Childhood obesity and its relation to later adult health, social inequality, 
and psychosocial well-being remain one of the most important 
unsolved health concerns of the 21st century (1). Epidemiological 
studies have revealed unambiguous associations between alterations 
of childhood body mass index (BMI) trajectory and risk of adult 
obesity and multimorbidities, including type 2 diabetes (2) and other 
cardiometabolic diseases (3). From a life-course perspective, genetic 
and environmental factors driving child growth may have a lasting 
influence on maintaining health (4). Within this framework, identi-
fication of the genetic determinants of the critical periods in child 
development is important for understanding the mechanisms un-
derpinning adult health and preventing disease development.
To date, we have gained considerable insights into the shared 
genetic makeup of childhood and adult BMI (5, 6). These previous 
studies were designed to identify genetic variants associated with 
BMI and obesity acting through the ages of 2 to 18 years. However, 
BMI does not remain constant, or follow a linear pattern throughout 
life, particularly not from birth until the age of adiposity rebound 
(AR) (7, 8). On the contrary, the BMI trajectory in healthy individuals 
(fig. S1) encompasses three periods characterized by (i) a rapid 
increase in BMI up to the age of 9 months [adiposity peak (AP)], (ii) 
a rapid decline in BMI up to the age of 5 to 6 years [adiposity rebound 
timepoint (AR)], followed by (iii) a steady increase until early adult-
hood, when BMI growth rate decelerates. We have yet to determine 
whether changes in timing, velocity, or amplitude of this trajectory, 
during infancy and childhood, are influenced by specific genetic 
factors, acting at different developmental stages. The identification 
of genetic determinants of early growth traits is a fundamental step 
toward understanding the etiology of obesity and could be im-
portant in informing future strategies to prevent and treat it.
The present study set out to model sex-specific individual postnatal 
growth velocity and BMI curves in children using high-density longi-
tudinal data collected from primary health care or clinical research 
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visits. We first conducted a genome-wide association study (GWAS) on 
six harmonized early growth traits: peak height velocity (PHV), peak 
weight velocity (PWV), age at AP (Age-AP), BMI at AP (BMI-AP), age at 
AR (Age-AR), and BMI at AR (BMI-AR). We then analyzed the GWAS 
summary statistics for these six early growth traits to gain insights 
into the genes and molecular pathways involved and to assess the overlap 
between the genetic etiology of early growth traits and adult pheno-
types. In particular, we tracked the changes in the genetic determinants of 
BMI occurring throughout infancy, later childhood, and adulthood.
RESULTS
We conducted two-stage meta-analyses of GWASs on six early growth 
traits: PHV (in centimeters per month), PWV (in kilograms per month), 
Age-AP (in years), BMI-AP (in kilograms per square meter), Age-AR 
(in years), and BMI-AR (in kilograms per square meter). Figure S2 
summarizes the study design, while participant characteristics, geno-
typing arrays, imputation and quality control for the discovery, and 
follow-up studies are presented in tables S1 and S2 and fig. S3. In 
the discovery stage (stage 1), we meta-analyzed GWAS from four 
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population-based studies comprising between 6051 and 7215 term-
born children of European ancestry that had both genetic and early 
growth trait data (stage 1; see Methods, table S1, and fig. S4). From 
the stage 1 inverse variance meta-analyses, we selected a total of eight 
loci with either P < 1 × 10−7 or P < 1 × 10−5 in/near genes known to 
be associated with obesity and metabolic traits in published GWAS 
or candidate gene studies. Table S3 shows selection criteria, false 
discovery rate (FDR), and bias-reduced effect size estimates for the 
selected single-nucleotide polymorphisms (SNPs). In stage 2 meta- 
analysis, we followed up these results in up to 16,550 term-born 
children from up to 11 additional studies (stage 2; see Methods and 
table S2). In the combined stage 1 + 2 meta-analysis of the discovery 
and follow-up studies (including up to 22,769 children), we identified 
a common variant in each of the four independent loci, associated 
at P < 5 × 10−8 with one or more of the early growth traits (Table 1, Fig. 1, 
and fig. S5).
AR SNPs associate with adult BMI
Three of the four SNPs were associated with Age-AR and BMI-AR. 
These three variants were previously associated (P < 5 × 10−8) with 
adult BMI and adult weight in the literature (table S4) and in the UK 
Biobank PheWAS (phenome-wide association study) (9) (table S5), 
as well as with several adiposity-related phenotypes in PhenoScanner 
(10) (see Methods). The lead SNPs at each of these three loci were 
the following: rs1421085 at the locus harboring FTO (encoding a 
2-oxoglutarate–dependent demethylase) and rs2817419 at the locus 
harboring TFAP2B (encoding transcription factor AP-2) associated 
with Age-AR, and rs10938397 near GNPDA2 (encoding adiposity 
regulating glucosamine-6-phosphate deaminase) locus associated 
with BMI-AR (Table 1 and fig. S5). Each lead SNP (rs1421085, 
rs2817419, and rs10938397) associated with Age-AR and BMI-AR 
explains approximately 0.2% of variance in the relevant early growth 
trait (see Methods).
A new variant in LEPR/LEPROT associated with BMI-AP
The BMI-AP–associated SNP rs9436303 (Fig. 1 and Table 1) at the 
locus harboring LEPR/LEPROT (encoding the leptin receptor and 
the leptin receptor overlapping transcript) is novel. This novel variant is 
robustly associated with BMI-AP after applying a conservative bias- 
reducing correction for winner’s curse and a multiple testing correction 
for six phenotypes (′ = 10−8; see Methods and table S3). The risk 
allele (G) of this variant increases both BMI-AP and adult plasma 
soluble leptin receptor levels (P = 1.19 × 10−9) (table S4) (11). The 
LEPR/LEPROT locus is in a chromosomal region, 1p31.3, that harbors 
another independent signal [ rs11208659: minor allele frequency 
(MAF) = 0.06; distance = 82.6 kilo–base pairs; R2 = 0.01] associated 
with early-onset obesity (12), but our SNP rs9436303 is associated 
with BMI-AP independently of this variant [linkage disequilibrium 
(LD) R2 = 0.01 and see conditional analysis in table S6]. There was 
some effect heterogeneity between studies for this variant (fig. S6, A 
and D), but excluding the two studies with inflated estimates elimi-
nated heterogeneity (I2 = 0) in the stage 1 + 2 meta-analysis (fig. S6, 
Table 1. Summary statistics of the eight independent SNPs associated with PWV in infancy, BMI-AP in infancy, Age-AR, and BMI-AR in discovery (stage 1) 
and follow-up (stage 2) and in combined meta-analyses.  
Stage 1 (n = 7,215) Stage 2 (n = 16,550) Combined (n = 22,769)
Index SNP Chromosome position*
In/near 
gene
Effect allele/
other allele
Effect allele 
frequency
Effect 
size (SE) P
Effect size
(SE) P
Effect 
size (SE) P
PWV (kg/month)†
rs2860323 chr2:614210 TMEM18 G/A 0.12 0.09 (0.02) 5.9 × 10−5 0.02 (0.02) 4.7 × 10−1 0.06 (0.02) 3.9 × 10−4
BMI-AP (kg/m2)†
rs9436303 chr1:65430991 LEPR/LEPROT G/A 0.22 0.13 (0.02) 4.7 × 10−8 0.05 (0.01) 6.7 × 10−4 0.07 (0.01) 8.3 × 10−9
rs10515235 chr5:96323352 PCSK1 A/G 0.21 0.09 (0.02) 9.7 × 10−7 0.03 (0.01) 1.5 × 10−2 0.05 (0.01) 2.4 × 10−6
Age-AR (years)†
rs1421085 chr16:53767042 FTO C/T 0.25 −0.10 (0.02) 6.1 × 10−8 −0.13 (0.01) 7.1 × 10−24 −0.12 (0.01) 3.1 × 10−30
rs2956578 chr5:36497552 Intergenicregion‡ G/A 0.31 0.11 (0.02) 6.7 × 10
−8 0.00 (0.01) 8.3 × 10−1 0.04 (0.01) 1.1 × 10−3
rs2817419 chr6:50845193 TFAP2B A/G 0.76 −0.10 (0.02) 2.9 × 10−6 −0.07 (0.01) 1.8 × 10−6 −0.08 (0.01) 4.4 × 10−11
BMI-AR (kg/m2)†
rs10938397 chr4:45180510 GNPDA2 G/A 0.35 0.09 (0.02) 5.4 × 10−6 0.05 (0.01) 3.1 × 10−4 0.06 (0.01) 2.9 × 10−8
rs2055816 chr11:85406487 DLG2 C/T 0.25 −0.13 (0.02) 1.4 × 10−7 −0.03 (0.02) 1.8 × 10−1 −0.07 (0.02) 5.1 × 10−6
*SNP positions are according to dbSNP build 147.   †The effect size is the change in SDs per effect allele from linear regression, adjusted for child’s sex and 
principal components (PCs) assuming an additive genetic model. BMI-AP was additionally adjusted for gestational age (GA). PWV, BMI-AP, and BMI-AR were 
log-transformed because of skewness in their distribution. Original phenotype measurement units are denoted in parentheses. None of the loci for PHV passed 
the selection criteria for stage 2 follow-up. P values for discovery and combined analysis are shown in bold if genome-wide significant (P < 5 × 10−8). The 
maximum sample size used in meta-analyses of each stage is shown in parentheses. Results are from inverse-variance fixed-effects meta-analysis of European 
ancestry children. The effect allele for each SNP is labeled on the positive strand according to HapMap.   ‡Intergenic region between RANBP3L and SLC1A3.
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C and F) without a substantial impact on effect sizes or significance 
levels. This SNP explains 0.3% of variance in BMI-AP (see Methods).
The SNP rs9436303 overlaps a regulatory region in a LEPR 
intron and is downstream from a processed transcript of LEPROT gene 
(table S7). LEPROT and LEPR overlap and share the same promoter 
but encode distinct transcripts with specific biological functions 
(13). The known biological function and molecular mechanism of 
the proteins encoded by the nearest genes in the four loci discovered 
are given in table S8. However, as with most GWAS-identified loci, 
the expression of these genes may not necessarily be influenced by 
the underlying causal variant/s tagged by the GWAS SNP, so we sought 
further evidence that the BMI-AP–associated variants influence 
expression in the following section.
Cis colocalization of GWAS and expression quantitative  
trait locus signals
To identify GWAS and expression quantitative trait loci (eQTLs) 
signals that share the same causal variants, we performed Bayesian 
colocalization analyses (14) using our stage 1 GWAS meta-analysis 
summary statistics and eQTL data from 44 postmortem tissues gen-
erated by the Genotype-Tissue Expression (GTEx) consortium (see 
Methods) (15). The lead GWAS variants with high (>95%) posterior 
probability (PP) of colocalization were followed-up in five separate 
studies (see Methods) using cis-eQTL data from five ex vivo tissues 
and combined with genomic annotation data (tables S9 and S10). In 
these analyses, we found high PPs of colocalization with local causal 
variants (>95%) driving the expression of LEPR and LEPROT 
(Table 2 and fig. S7). The colocalization results for each gene are 
markedly tissue specific (Fig. 2 and fig. S8). In ex vivo samples, the 
LEPR/LEPROT variant was in high LD with the top eQTLs of LEPR 
and LEPROT genes in omental fat, subcutaneous fat, and whole 
blood (table S9). Direct lookup of LEPR/LEPROT variant in eQTL 
data indicated that the G allele of this variant that raised BMI-AP in 
our GWAS up-regulated the NM017526 transcript of LEPROT and 
down-regulated the AK023598 transcript from the same gene in 
adult tissues (table S10). This observation was consistent across two 
different eQTL studies and four tissues, suggesting the involvement 
of alternative splicing of a cassette exon. The LEPR/LEPROT variant 
overlapped DNA binding motifs of transcription factors and regu-
latory regions, as well as enhancer and promoter histone marks in 
multiple tissues (fig. S9). In Avon Longitudinal Study of Parents 
and Children (ALSPAC), the same LEPR/LEPROT variant was 
associated with higher DNA methylation levels of a LEPR intron 
measured in blood samples taken from mother and offspring. In 
particular, associations were found during mother’s pregnancy and 
in offspring’s adolescence, but not at offspring’s birth, at childhood, or 
in mother’s middle age (table S11) (16). This observation might be 
consistent with the regulation of a constitutively expressed transcript, 
which is also supported by evidence that lower LEPR intron DNA 
methylation levels were associated with higher serum leptin con-
centrations (17). Together, these results suggest that shared causal 
variants in these loci regulate BMI trajectory at AP, orchestrate 
changes in gene expression in different tissues, and modulate methyl-
ation of the nearest genes during mother’s pregnancy and at specific 
developmental stages of the offspring.
Genetic determinants of adult BMI overlap with those 
determining AR but not AP
In our study, Age-AR and BMI-AR have moderate to very strong 
genetic correlations with adult BMI and other adult adiposity-related 
Fig. 1. Regional association and forest plot of the novel genome-wide significant locus associated with BMI-AP. Purple diamond indicates the most significantly 
associated SNP in stage 1 meta-analysis, and circles represent the other SNPs in the region, with coloring from blue to red corresponding to r2 values from 0 to 1 with the 
index SNP. The SNP position refers to the National Center for Biotechnology Information (NCBI) build 36. Estimated recombination rates are from HapMap build 36. Forest 
plots from the meta-analysis for each of the identified loci are plotted abreast. Effect size [95% confidence interval (CI)] in each individual study, discovery, follow-up, and 
combined meta-analysis stages is presented from fixed-effects models (heterogeneity of the SNP rs9436303 in LEPR/LEPROT; see fig. S6). At this locus, there was hetero-
geneity between the studies in discovery (I2 = 72.1%, P = 0.01) and combined stage (I2 = 59.3%, P = 0.002) fixed-effects meta-analyses that was mainly due to LISA-D, EDEN, 
and the larger well-defined NFBC1966 study (fig. S6, A and D). Removing the studies that showed inflated results from meta-analyses did not change the point estimates 
(fig. S6, C, F, and G). Both fixed- and random-effects models gave very similar results (fig. S6, B and E).
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phenotypes, but BMI-AP does not (see Methods, Fig. 3, and table S12). 
Age-AR and BMI-AR had genetic correlations with multiple (more 
than four) adult complex phenotypes, including adult waist circum-
ference (Age-AR rg = −0.62; BMI-AR rg = 0.48) and adult body fat 
percentage (Age-AR rg = −0.49; BMI-AR rg = 0.44). Adult BMI and 
adult obesity had strong genetic correlations with BMI-AR (rg = 0.64 
and rg = 0.66) and Age-AR (rg = −0.72 and rg = −0.75) but weak 
correlation with BMI-AP (rg = 0.29 and rg = 0.33). The traits with 
genetic and phenotypic correlations that were directionally consistent 
(note S1) are reported in table S13. Genetic correlations of Age-AP 
with other traits could not be quantified because of low mean 2 of the 
GWAS summary statistics. In summary, genetic correlation analyses 
suggest that the genetic factors influencing adult BMI, body fat 
percentage, waist circumference, and obesity are also associated with 
BMI-AR and Age-AR, but their overlap with BMI-AP is either absent 
or weak.
Genetic risk score for adult BMI is associated with Age-AR 
and BMI-AR but not with Age-AP and BMI-AP
To gain further insight into the observed genetic correlations with 
adult BMI and to understand the developmental timing of the adult 
BMI-associated variants, we constructed an adult BMI genetic risk 
score (GRS) based on the 97 adult BMI SNPs identified by the 
Genetic Investigation of Anthropometric Traits (GIANT) consortium 
(18) (Fig. 4 and table S14) and applied it to the six early growth traits 
(see Methods). The adult BMI variants and the GRS were consistently 
and robustly associated with Age-AR (h2grs = 0.035, P = 2.6 × 10−48) 
and BMI-AR (h2grs = 0.030, P = 1.7 × 10−41) but not with other early 
Table 2. GWAS loci colocalized with eQTL in postmortem tissues from the GTEx data. Colocalization results refer to GWAS and eQTL SNP. PP, posterior probability 
Chr Nearest gene Trait GWAS SNP GWAS SNP P value Tissue eQTL SNP
eQTL  
P value eQTL gene
Top eQTL 
SNP*(R2)
Colocalization 
PP (%)**
1 LEPR/LEPROT BMI-AP rs9436303 8.3 × 10−9 Thyroid rs9436301 7.9 × 10−7 LEPROT rs9436745 (0.78) 99
Esophagus 
muscularis rs1887285 1.6 × 10
−6 LEPROT rs9436745 (0.78) 98
Cell EBV-
transformed 
lymphocytes
rs1887285 1.2 × 10−7 LEPR rs77848204 (0.22) 96
6 TFAP2B Age-AR rs2817419 4.4 × 10−11 Testis rs2635727 2.9 × 10−7 TFAP2B rs2635727 (0.91) 99
Sun-exposed 
skin lower leg rs2635727 4.2 × 10
−6 TFAP2B rs2635727 (0.91) 98
*R2 values between GWAS SNP and GTEx top eQTL SNP for each gene (eGene) are shown for reference. Only results with a ** posterior probability (PP) of a shared 
causal variant of >95% are reported.
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Fig. 2.  Tissue-specific posterior probabilities (PPs) of colocalization for LEPR and LEPROT. PP of eQTL and GWAS SNP sharing a causal variant regulating the gene 
expression levels of (A) LEPR and (B) LEPROT. Colocalization reported for GTEX eQTLs data in 34 tissues that express at least one of the genes. Bar plot color-coded according 
to the –log10 P value eQTL direct lookup in the corresponding GTEx tissue of the GWAS SNP. LEPR and LEPROT eQTLs colocalized with BMI-AP variant rs9436303.
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growth traits (Fig. 4 and table S15). In the remaining four early growth 
traits, the GRS explained a negligible proportion of variance (h2grs < 0.001), 
and the adult BMI variants had inconsistent genetic effects (fig. S10 
and table S15). In particular, the adult BMI variant effects on BMI-AP 
and PWV were highly heterogeneous (Phet < 2 × 10−4), with evidence 
of horizontal pleiotropy (MR-PRESSO; P < 2 × 10−4). This suggests 
that, in contrast with their effects on Age-AR and BMI-AR, the top 
loci associated with adult BMI do not have robust associations with 
the remaining four early growth traits. Thus, the underlying genetic 
determinants of adult BMI might differ from those influencing 
BMI-AP. Together, these data indicate that many GWAS variants 
associated with adult BMI have effects that begin in later childhood 
(4 to 6 years), as early as the Age-AR but not as early as AP (around 
9 months).
Gene set analyses suggest little overlap between pathways 
and networks controlling AP and AR
To combine information on the effects of common variants in bio-
logical pathways and networks underlying early growth, we applied a 
gene set enrichment analysis [Meta-Analysis Gene-set Enrichment 
of variaNT Associations (MAGENTA)] (19) to the discovery stage 
GWAS results (see Methods). We identified enrichment of gene 
sets (tables S16 and S17) but did not find evidence for overlap of 
enriched pathways and networks among early growth traits. Age-AR–
associated regions are involved in the insulin-like growth factor 1 
(IGF-1) signaling pathway (FDR < 0.05). The IGF-1 signaling path-
way has a well-established role both in growth and in the regulation 
of energy metabolism through the activation of phosphatidylinositol 
3-kinase (PI3K)/AKT pathway via either the insulin or the IGF-1 
receptors (20).
SNP heritability of Age-AR and BMI-AR is larger than BMI-AP
We estimated the chip SNP heritability (the proportion of variance 
explained by common SNPs) for the six early growth traits using 
LD score regression (LDSC) (see Methods). The heritability estimates 
for BMI-AR (h2snp = 0.38), Age-AR (h2snp = 0.36), PWV (h2snp = 0.32), 
and BMI-AP (h2snp = 0.29) were statistically significant (P < 0.05; 
Table 3). LDSC and SumHer (21) SNP heritability estimates (table 
S18) ranked these phenotypic heritabilities in a similar manner. The 
BMI-AP and BMI-AR estimates compared well with LDSC esti-
mates for adult BMI (h2snp = 0.27) in a much larger sample of the 
UK Biobank (N = 152,736). Twin and family study heritability esti-
mates for BMI-AP (h2 = 0.75 to 0.78) (22, 23) and BMI-AR (h2 = 0.4 
to 0.6) (24, 25) were higher than the SNP heritability estimated here. 
Fig. 3. Genetic correlations between five early growth traits and a subset of 37 phenotypes. Only a selected list of 37 phenotypes is represented on the correlation 
matrix. Genetic correlation results for all 72 phenotypes are given in table S16. Blue, positive genetic correlation; red, negative genetic correlation. The correlation matrix 
underneath represents the genetic correlation among the five early growth traits themselves. The size of the colored squares is proportional to the P value, where larger 
squares represent a smaller P value. Genetic correlations that are different from 0 at P < 0.05 are marked with an asterisk. The genetic correlations that are different from 
0 at an FDR of 1% are marked with a circle. Genetic correlations estimated with stage 1 meta-analysis GWAS summary statistics from the current and literature studies 
using LD score regression.
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However, the ratio of the SNP heritability obtained from LDSC and 
the total heritability obtained from family and twin studies suggests 
that a considerable (39 to 95%; see Methods) proportion of BMI 
heritability can be attributed to common variants. As the LDSC 
heritability estimates of BMI-AP, BMI-AR, and adult BMI are com-
parable, the differences in the genetic etiology observed in our study 
cannot be trivially attributed to large disparities in the variance ex-
plained by genetic factors. Hence, together, these data suggest that 
distinct, heritable developmental processes control the BMI trajectory 
at AP and AR.
DISCUSSION
There are few reports of studies investigating the genetic bases of 
these well-established growth and BMI trajectories (26, 27), and to 
our knowledge, our study is the largest genome-wide meta-analyses 
of early growth traits so far. In the present study, we identified four 
variants at four independent loci associated with three early growth 
traits, determined by modeling growth trajectories using high-density 
longitudinal data for height and weight. Our study provides insights 
into the developmental timings at which the genetic makeup of early 
and later measures of BMI overlaps or differs, and contributes to 
understanding the mechanisms and molecular pathways of early 
growth patterns.
The three common variants at FTO, TFAP2B, and GNPDA2, 
associated with timing of adiposity rebound and/or BMI-AR, are 
robustly associated with adult BMI and other adiposity traits. In 
contrast, the newly discovered variant at the LEPR/LEPROT locus 
associated with BMI-AP did not associate with other growth traits 
reported here, or in previous studies on childhood/adult BMI and 
obesity. This may indicate that genetic variants involved in adult 
BMI only start influencing BMI after AP and are robustly associated 
with child BMI by the time of AR. This is further corroborated by 
two additional lines of evidence provided by our study: (i) We ob-
served strong genetic correlations of adult BMI, body fat percentage, 
and waist circumference with Age-AR and BMI-AR but not with 
Age-AP and BMI-AP, and (ii) the GRS constructed using adult BMI 
variants was robustly associated with Age-AR and BMI-AR but not 
with Age-AP and BMI-AP.
The difference in the genetic determinants of BMI-AP and BMI-AR 
and onward may be attributed to three factors: (i) BMI explains a 
relatively small proportion of body fat percentage (R2 < 0.3) in infancy 
(0 months < age ≤ 7 months) (28) but increasingly larger proportions 
(0.36 < R2 ≤ 0.8) in childhood (2 years ≤ age < 18 years) (29, 30) and 
adulthood (R2 ≈ 0.8; age, >18 years) (31); (ii) the genes involved in 
the regulation of BMI during infancy seem to differ from those acting 
in later childhood onward, which suggests distinct biological processes 
acting throughout these developmental stages; and (iii) sustained 
changes in the infant environment after weaning and onward may 
progressively unmask the effects of adult BMI variants. Consistent 
with this view, there is some evidence that infants’ and children’s 
environment modifies the effect of genetic factors. In particular, 
having been breastfed modifies the strength of association of the 
FTO variant with BMI (32) and with BMI growth trajectories (27). 
On the other hand, the adult risk alleles of the FTO and MC4R variants 
are not associated with increased infant BMI (26), but FTO’s strength 
of association with BMI progressively increases in later childhood 
(4 to 11 years) (24). Likewise, BMI heritability increases throughout 
childhood up to young adulthood (4 to 19 years) (22, 24, 25), as 
offspring BMI starts resembling adult BMI as an anthropometric 
marker of adiposity, and as the shared environment between adults 
and offspring progressively increases. Consistently, BMI heritability 
increased between AP and AR, and a considerable proportion of 
heritability was explained by common variants in our study. The in-
crease in BMI heritability with age might be explained by correlations 
between genotype and environment. Small genetic differences are 
magnified as children progressively select, modify, and create environ-
ments correlated with their genetic propensities, which, in turn, unmask 
the effects of other genetic variants in a feedforward loop. These pro-
cesses gradually may increase the phenotype variance explained by 
genetic factors and thereby increase BMI heritability. All in all, our 
study supports the accrual of shared genetic determinants between 
later childhood and adult BMI (5, 6), but not with infant BMI.
In our study, the IGF-1 pathway that links diet with growth was 
enriched for variants associated with Age-AR, but not Age-AP, in 
the MAGENTA analysis. Higher IGF-1 levels, via genetic and/or 
nutritional factors, can reduce growth hormone (GH) levels via a 
negative feedback (33). Subsequent lower circulating levels of GH 
can suppress lipolysis and contribute to fat accumulation (34), 
changing BMI trajectories and Age-AR, and, thereby, increasing risk 
of obesity and metabolic disorders. The regulation of the GH/IGF-1 
A
B
Fig. 4. Adult BMI GRS analysis of early growth traits. Scatter plots show the 
effect size estimates (SD units) of the 97 adult BMI-associated SNP in GIANT consortium 
in the x axis and the corresponding effect size estimates (SD units) of the looked-up 
SNP of stage 1 meta-analysis GWAS on (A) BMI-AR and (B) Age-AR in the y axis. The 
effect size of the adult BMI increasing allele is plotted. The solid red line is the esti-
mated effect of the GRS on the early growth phenotype, taking into account the 
uncertainty of the point estimates. The dashed line is the 95% CI of the predicted 
effect. Stage 1 meta-analysis GWAS SNPs with P < 0.05 are plotted with a solid circle 
and labeled with the nearest gene name. The scatter plots of the other early growth 
phenotypes are given in fig. S10.
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axis is modulated by leptin and adiponectin levels, two hormones 
regulated by LEPR/LEPROT and TFAP2B genes, respectively (35).
The variant at LEPR/LEPROT colocalized with causal variants 
regulating the expression of LEPR and LEPROT in different tissues. 
LEPROT and the LEPR genes share the same promoter but encode 
distinct transcripts (13). LEPROT is cotranscribed with the LEPR, and 
both are expressed in multiple tissues with different functionalities. 
LEPR is widely distributed in peripheral tissues, shows signaling 
capability, and is thought to transport leptin across the blood-brain 
barrier (25). Some LEPR isoforms may function in leptin clearance 
or buffering (soluble LEPR). In our eQTL data, the G allele that raises 
BMI-AP up-regulates the NM017526 transcript of LEPROT but 
down-regulates AK023598 transcript from the same gene in adult 
tissues. This observation was consistent across the different eQTL 
studies and tissues, suggesting that this variant may regulate the 
alternative splicing of a cassette exon in adult blood and subcutaneous 
and omental adipose tissue. In addition, the LEPR/LEPROT variant 
was associated with methylation levels in the LEPR intron during 
mother’s pregnancy and at specific developmental stages of the 
offspring. Together, this functional analysis suggests that distinct 
molecular mechanisms in different tissues are involved in the expres-
sion regulation of these genes at different developmental stages.
LEPROT and the LEPR downstream mechanisms involved on 
the regulation of BMI are likely to be developmental stage dependent. 
In humans, loss-of-function mutations in the LEPR markedly increase 
weight of infants after birth that persists through adulthood (36). 
However, the regulatory elements of LEPROT and LEPR tagged by 
our GWAS SNP are not associated with BMI or any measure of 
adiposity in adults or in later childhood, despite being associated with 
BMI in infancy and involved in the control of the circulating levels 
of the soluble LEPR in adults. Hence, the regulatory variant identified 
is involved in the regulation of adult LEPR through a mechanism 
that does not alter BMI after later childhood (age, >4 years). More 
work is necessary to identify the impact of LEPROT mutations in 
weight gain and growth, as well as in the identification of the tissues 
and regulatory elements of the different LEPR isoforms.
Our study has limitations that should be taken into consideration 
when interpreting the data. First, dense longitudinal growth and 
GWAS data are only available in a few population studies worldwide, 
so we had limited power to detect genetic variants with smaller 
effects and/or low allele frequencies. Nevertheless, a post hoc power 
analysis showed that we are well powered to detect the reported effect 
sizes in the discovery sample ( = 0.065 SD units; power, 80%; signifi-
cance level P < 5 × 10−8; see Methods). As a sex-stratified analysis 
would have halved the sample size, the analysis of sex-specific 
effects was left outside the scope of the paper. As in every joint 
meta-analysis GWAS, the final estimates may have suffered from 
winner’s curse (37). In our study, the follow-up sample is twice the 
size of the discovery sample. Consequently, the final joint analysis 
estimates are very close to the follow-up estimates and are thus 
potentially less biased. Second, it is noteworthy that these derived 
growth traits are likely to be influenced by a degree of measurement 
error and some heterogeneity, as some studies have fewer repeated 
measures around the time points being estimated. Ideally, regression 
would be weighted by the inverse variance of the phenotypes 
derived from the growth models. However, the variances for the 
derived outcomes could not be directly estimated because we used a 
model with random effects. The fact that we did not use inverse- 
weighted regression will increase SEs and decrease the power to 
detect associations. Despite this, we were still able to find genetic 
variants showing robust associations with these derived growth traits. 
Third, as the current approach implemented in MAGENTA focus 
on a fixed cutoff (the 95% percentile of the P value), our analysis has 
possibly missed enriched gene sets. Nevertheless, the top 10 gene 
sets that did not reach significance (FDR, >0.05) were reported. 
Last, we did not identify any variants associated with PHV, PWV, and 
Age-AP at genome-wide levels of significance, and this may be due 
to a combination of smaller genetic effects on growth at this stage 
of development, due to reduced statistical power because of smaller 
sample size, or because environmental factors masked the genetic influ-
ences at this age. The interplay between genetic variants, infant feeding, 
and other environmental factors also warrants additional research (27).
In conclusion, this longitudinal GWAS study, based on derived 
traits from growth modeling, has uncovered a completely new variant 
in LEPR/LEPROT locus that specifically associates with BMI at the 
peak of adiposity in infancy. The present study identified two BMI 
developmental stages in infancy and later childhood with distinct 
genetic makeup. Our results support the notion that genetic determinants 
of adult BMI progressively start acting in later childhood but not neces-
sarily before the AP in infancy (5, 6). This finding may corroborate 
a model of BMI development consisting of the superimposition of 
two biological processes with distinct genetic drivers (Fig. 5), which, 
in turn, suggests that interventions in childhood aiming to modify 
BMI and achieve long-lasting reductions in the risk of adult obesity 
need to take into account the developmental stage. We believe that 
the identification of genetic factors underpinning the BMI trajectory is 
a fundamental step toward understanding the etiology of obesity 
and may inform strategies to prevent and treat it.
Table 3. SNP heritability of the early growth traits. SNP heritability estimated with LD score using all common SNPs (MAF > 0.01) in stage 1 GWAS  
meta-analysis. 
Trait Estimated heritability SE 95% CI Mean 
2 P
BMI-AP 0.29 0.08 0.13 0.46 1.03 4.7 × 10−4
BMI-AR 0.38 0.08 0.22 0.53 1.013 2.7 × 10−6
Age-AP −0.03 0.08 −0.18 0.13 1.001 7.4 × 10−1
Age-AR 0.36 0.08 0.20 0.52 1.007 1.1 × 10−5
PHV 0.11 0.07 −0.03 0.25 1.006 1.3 × 10−1
PWV 0.32 0.07 0.18 0.45 1.011 2.5 × 10−6
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METHODS
Longitudinal growth modeling and derivation of early 
growth traits
Early growth traits were derived from sex-specific individual growth 
curves using mixed-effects models of height, weight, and BMI mea-
surements from birth to 13 years (fig. S1). All height and weight data 
were collected prospectively via either self-reported data or clinical 
measurements (tables S1 and S2). These traits were derived sepa-
rately in each cohort (note S2).
Derivation of PHV and PWV
The methods for growth modeling and derivation of growth pa-
rameters from the fitted curves are described in detail in a previous 
publication (38). Parametric Reed1 growth model was fitted in 
sex-stratified nonlinear random-effect model as described previously 
(39). Term-born singletons (defined as ≥37 completed weeks of 
gestation) with at least three height or weight measurements from 
birth to 24 months of age were included in the Reed1 model fitting. 
Maximum-likelihood method for best fitting curves for each indi-
vidual was used to estimate the growth parameter, PHV (in centimeters 
per month), and PWV (in kilograms per month).
Derivation of Age-AP, Age-AR, BMI-AP, and BMI-AR
The methods used for growth modeling of age and BMI have been 
previously described in detail by Sovio et al. (26). Because of the 
specificity of longitudinal changes in BMI, i.e., succession of peak 
and nadir as described in fig. S1, the data were divided into two age 
windows for modeling: (i) growth in infancy using height and weight 
data from 2 weeks to 18 months of age and (ii) growth in childhood 
using growth and weight data from 18 months to 13 years of age. 
Each cohort contributed most data available within any of these two 
age windows. In studies where the data available consisted of both 
height and weight data within a given window, the data point nearest 
to the mid time points of that window was used as a proxy for the 
BMI measurement. Before model fitting, age was centered using the 
median age of the relevant age window. For example, in the infant 
growth model at 0 to 1.5 years, the median age was 0.75 years (which 
was close to the average Age-AP), and in the childhood growth 
model at >1.5 to 13 years, the median age was 7.25 years (on average 
shortly after AR). Linear mixed-effects models were then fitted for 
log-transformed BMI. We used sex and its interaction with age as 
covariates, with random effects for intercepts (i.e., baseline BMI) 
and linear slope (i.e., linear change in BMI) over time. In addition 
to linear age effect, quadratic and cubic terms for age were included in 
the fixed effects to account for nonlinearity of BMI change over time.
Growth in infancy
The following model was used to calculate the Age-AP and BMI-AP, 
and the analysis was restricted to singletons with BMI measures 
from 2 weeks to 18 months of age. The model is as follows
log(BMI) = 0 + 1 Age + 2 Age2 + 3 Age3 + 4 Sex + u0 + 
u1 (Age) + 
where BMI is expressed in kilograms per square meter and age in 
years. 0, 1, 2, 3, and 4 are the fixed-effects terms, u0 and u1 are 
the individual-level random effects, and  is the residual error. The 
Age-AP was calculated from the model as the age at maximum BMI 
between 0.25 and 1.25 years according to preliminary research (38).
Growth in childhood
The model used to measure the age and BMI-AR in childhood is as 
follows
log(BMI) = 0 + 1 Age + 2 Age2 + 3 Age3 + 4 Sex +5 Age × 
Sex + 6 Age2 × Sex + u0 + u1 (Age) + 
where BMI is expressed in kilograms per square meter and age in 
years. 0, 1, 2, 3, 4, 5, and 6 are the fixed-effects terms, u0 and 
u1 are the individual-level random effects, and  is the residual 
error. Age-AR was calculated as the age at minimum BMI between 
2.5 and 8.5 years according to preliminary research (38).
Stage 1 GWASs, genotyping, and imputation
Stage 1 genome-wide association analyses included up to 7215 children 
of European descent from five studies (four studies for each early 
growth trait) that had growth data and genome-wide data. These in-
cluded the Helsinki Birth Cohort Study (Finland), Northern Finland 
Birth Cohort 1966 (NFBC1966; Finland), Lifestyle- Immune System– 
Allergy Study (LISA; Germany), The Western Australian Pregnancy 
Cohort Study (Raine, Australia), and Generation R (The Netherlands) 
(figs. S2 and S3). Informed consent was obtained from all study 
Fig. 5. Proposed model of child BMI suggesting the superimposition of two biological phenomena under the genetic control of different loci. The schematic 
diagram shows the four genome-wide significant loci associated with early childhood growth traits and highlights the fact that only SNPs associated with phenotypes 
ascertained at AR are associated with adult BMI. The red curve represents the mean BMI trajectory from birth to puberty in the NFBC1966 cohort.
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participants (or parental consent, as appropriate), and the local ethics 
committees as appropriate approved all study protocols. Study charac-
teristics, genotyping platform, imputation and association test 
software used, as well as sample and genotyping and imputa-
tion quality control steps in each stage 1 study are given in table S1. 
Stage 1 consisted of a GWAS based on ~2.5 million directly geno-
typed or imputed SNPs. Imputation of nongenotyped SNPs was 
undertaken either with MACH or with IMPUTE and were im-
puted to HapMap phase 2 CEU reference panel after excluding 
genotyped SNPs with a MAF of <1%, call rate of at least ≥95%, and 
a Hardy- Weinberg equilibrium (HWE) P value cutoff as given in 
table S1.
Stage 1 genome-wide association analyses  
and meta-analyses
According to the availability of dense enough data for growth 
modeling, a total of up to 7215, 6222, 6219, and 6051 children were 
used to analyze PHV/PWV, Age-AP, BMI-AP, and Age-AR/BMI-AR, 
respectively (fig. S2). We only included children who were born 
between 37 and 41 completed weeks of gestation (i.e., term born) 
from singleton pregnancies and children who had more than three 
growth measurements available within the age range in question. 
Gestational age (GA) was either defined from the date of the last 
menstrual period or ultrasound scans depending on the study. All six 
early growth traits except for Age-AP and Age-AR were naturally 
log-transformed to reduce skewness, and all traits were converted 
to z-scores before association testing to facilitate the comparison of 
results across the studies. We tested the directly genotyped and 
imputed variants for association with each of the six early growth 
traits in a linear regression model, assuming an additive genetic 
effect. The regression models were adjusted for sex and principal 
components (PCs) derived from the genome-wide data to adjust for 
potential population substructure (the necessary number of PCs 
included varied by study). GA is a marker of multiple factors influ-
encing pregnancy that may influence the child growth trajectory. 
Regression of all phenotypes on GA adjusting for sex produced 
significant associations, apart from BMI-AR and Age-AR, which 
showed significant associations with sex only. On the basis of this 
observation, we adjusted all GWAS analyses for GA and sex apart 
from BMI-AR and Age-AR, which were adjusted for sex only. The 
risk of introducing collider bias was dismissed because gestational 
effects occur before birth, and the loci found did not overlap with 
GA signals in the GWAS catalog or PhenoScanner. The genome-wide 
association analyses (i.e., stage 1) were performed using either 
SNPTEST or MACH2QTL in each cohort, and data exchange 
facilities were provided by the AIMS server (40). All stage 1 study 
beta estimates and their SEs were meta-analyzed using the 
inverse-variance fixed-effects method in the METAL software (41). 
SNPs with poor imputation quality (e.g., r2 < 0.3 for MACH and 
“proper_info” score < 0.4 for IMPUTE) and/or an HWE P < 1 × 10−4 
were excluded before the meta-analyses. Double genomic control 
(42) was applied: first, to adjust the statistics generated within each 
cohort and, second, to adjust the overall meta-analysis statistics. 
Results are reported as a change in SD units per risk allele as reported 
in Table 1.
Selection of SNPs for stage 2 follow-up
All loci reaching P < 1 × 10−7 from stage 1 GWAS of each early 
growth trait were selected for follow-up in stage 2. These included 
the two SNPs associated with Age-AR in the FTO locus (rs1421085) 
and in the intergenic region between RANBP3L and SLC1A3 
(rs2956578), and the SNP associated with BMI-AP in LEPR/LEPROT 
(rs9436303). Four further SNPs [one SNP associated with BMI-AP 
near PCSK1 (rs10515235), one SNP associated with Age-AR in 
TFAP2B (rs2817419), and two SNPs associated with BMI-AR near 
GNPDA2 (rs10938397) and in DLG2 (rs2055816)] were selected for 
follow-up on the basis of showing an association with an early 
growth trait at P < 1 × 10−5 and being in/near genes with established 
links to adiposity and metabolic phenotypes except for DLG2, a 
possible candidate gene involved in glucose metabolism (43). In 
addition, one locus with a plausible association (P = 5.91 × 10−5) 
with PWV, near TMEM18 (rs2860323), was also selected for follow-up 
based on previous reports showing an association with severe 
early-onset obesity (12) and its association with BMI in adulthood (44) 
and childhood (6) (table S3). No loci for PHV or Age-AP passed the 
P value threshold or other selection criteria used for follow-up. 
Table S3 shows the SNP selection criteria and proxies used in 
more detail.
Stage 2 follow-up of lead SNPs
For follow-up of lead signals selected from stage 1, we used data 
from up to 16,550 children of European descent from 12 additional 
population-based studies (up to 11 studies for each early growth 
trait), namely, the ALSPAC (United Kingdom), Cambridge Baby 
Growth Study (United Kingdom), Children’s Hospital of Philadelphia 
(United States), Copenhagen Prospective Study on Children 
(Denmark), Danish National Birth Cohort (Denmark), Étude des 
Déterminants pré- et postnatals du développement et de la santé de 
l’ENfant (EDEN; France), The Exeter Family Study of Childhood 
Health (United Kingdom), INfancia y Medio Ambiente Project 
(Spain), Lifestyle-Immune System–Allergy Study [LISA (R), Germany], 
Northern Finland Birth Cohort Study 1986 (Finland), The Physical 
Activity and Nutrition in Children (Finland), and Southampton 
Women’s Survey (United Kingdom). We used de novo SNP geno-
typed or imputed data for the eight SNPs (or proxies of r2 > 0.8) 
selected from stage 1 and tested their association in a total of 5367, 
16,550, 12,256, and 12,192 children of European ancestry with 
PWV, BMI-AP, Age-AR, and BMI-AR, respectively (Fig. 2). Direct 
genotyping was performed in some follow-up studies by 
KBiosciences Ltd. (Hoddesdon, United Kingdom) using their own 
novel system of fluorescence-based competitive allele-specific poly-
merase chain reaction (KASPar). The call rates for all genotyped 
SNPs were >95%. Study characteristics, genotyping platform, impu-
tation and association test software used, as well as sample and 
genotyping and imputation quality control steps in each stage 1 
study are given in table S2. We used the same methods as in stage 1 
for sample selection, genotyping quality control, association testing, 
and meta-analysis.
Combined analysis of stage 1 and stage 2 samples
All stage 1 and 2 results were meta-analyzed using the inverse- 
variance fixed-effects method in either METAL (41) or R (version 
3.2.0; www.r-project.org/). In these combined analyses, loci reaching 
P < 5 × 10−8 were considered as genome-wide significant, and loci 
reaching P < 5 × 10−6 were considered as a suggestive association. 
Heterogeneity between studies was tested by Cochran’s Q tests, and 
the proportion of variance due to heterogeneity was assessed using 
I2 index for each individual SNP at each stage.
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Estimation of genetic variance explained
The variance explained (h2) by each SNP was calculated using the 
risk allele frequency (f )  and beta () from the meta-analyses using 
the formula h2 = 2 (1 − f ) 2f.
Stage 1 (discovery stage) GWAS FDR
We applied Efron’s method (45) to the P values of all common SNPs 
(MAF > 1%) in stage 1 GWAS to estimate the FDR of the prioritized SNPs.
Bias-reducing correction for winner’s curse
We applied the method of Zhong and Prentice (46) to the eight signals 
prioritized in our discovery GWAS and reported bias-reduced 
estimates for the following discovery cutoffs P < 10−5, P < 10−6, 
and P < 10−7.
GWAS multiple testing correction for six phenotypes
The standard joint meta-analysis genome-wide significance cutoff 
( = 5 × 10−8) was corrected using Bonferroni method for the num-
ber of independent tests. First, we applied the method of Li and Ji 
(47) to the phenotypic correlation matrix of the NFBC1966 (N > 
2500) to estimate the number of “independent” phenotypes (m = 5). 
The corrected cutoff was estimated with Bonferroni method 
applied to five independent tests (’ =  /5 = 10−8).
Analysis of the phenotypic effects of the lead GWAS SNPs 
in published genetic studies
The phenotypic implication of the lead GWAS SNP on 778 pheno-
types was obtained from the Gene ATLAS (9) PheWAS conducted 
on 452,264 white British individuals from UK Biobank available at 
http://geneatlas.roslin.ed.ac.uk. In addition, we looked up the lead 
GWAS SNP or a proxy on published large-scale GWAS datasets 
using PhenoScanner (10) available at www.phenoscanner.medschl.
cam.ac.uk/phenoscanner. Only proxy SNPs from the 1000 genomes 
panel in high LD (R2 > 0.8) with the lead GWAS SNP were consid-
ered. We then searched for all SNPs with phenotypic associations in 
the same chromosomal region of our lead GWAS signals using the 
GWAS catalog (48) available at www.ebi.ac.uk/gwas/. We reported 
associations obtained from these analyses with significance cutoff 
P < 5 × 10−8. Last, we searched for non-GWAS genetic studies, i.e., 
family, pedigree, and clinical studies with PubMed queries available 
at www.ncbi.nlm.nih.gov/pubmed/.
Conditional analyses
We conducted conditional analysis of the lead and proxy SNP ex-
pected dosages using a linear regression model adjusted for sex and 
GA in 3459 children from the NFBC1966 study. We considered two 
models to assess the effect of both SNPs. First, the early growth trait 
is regressed on the lead SNP adjusting for the study covariates sex 
and GA. Second, the proxy SNP is added to the previous model. 
The lead and proxy SNP effects are considered independent if the 
effect size estimate of the lead SNP in model 2 did not vary more 
than 20% of the effect estimate of model 1, and the corresponding 
P value reached a nominal significance ( = 0.05).
Variance effect prediction analysis
We obtained information about the putative effect of the lead GWAS 
SNPs using VEP tool (49) available at www.ensembl.org/Homo_sapiens/
Tools/VEP. The analysis included pathogenicity, splicing, and con-
servation predictions as well as regulatory annotations.
Overlap of the genetic makeup of early growth traits 
with adult and childhood phenotypes
To gain insights into the potential overlap in the genetic makeup 
of early growth traits with adult and childhood phenotypes, we 
searched databases and the literature for the phenotypic implica-
tions of our four GWAS SNPs. First, we retrieved from the Gene 
Atlas (9) PheWAS in the UK Biobank data all phenotypic associations 
(P < 5 × 10−8) with our four GWAS SNPs (table S4). Second, we 
retrieved from the PhenoScanner (10) database all SNPs in the litera-
ture with phenotypic associations (P < 5 × 10−8) and in high LD 
(R2 > 0.8) with our four GWAS lead variants (table S5). Third, we 
systematically searched in the GWAS catalog (48) database all SNPs 
with phenotypic associations (P < 5 × 10−8) in the chromosomal 
regions of our four GWAS lead variants.
Bayesian colocalization
Colocalization analyses were performed using our stage 1 GWAS 
results with multitissue eQTL results from GTEx data (www.gtexportal.
org/home/datasets) (15). For each GTEx tissue (n = 48 tissues), we 
first identified all genes with significant cis-eQTLs at <5% of FDR. For 
each such gene, we retrieved the GWAS summary statistics for each 
of the three traits (BMI-AP, BMI-AR, and Age-AR), for all SNPs in 
common between the GWAS and the eQTL data [typically every-
thing within 1 megabase (Mb) of the gene transcription start site]. If 
the GWAS locus contained one or more eQTL variant at P < 5 × 10−6, 
then we implemented the computational procedure outlined in the 
coloc package in R (https://github.com/chr1swallace/coloc/blob/
master/R/coloc-package.R) (50) with default parameters and using 
the MAFs of European ancestry individuals from 1000 Genomes study.
Expression quantitative trait locus
We searched for cis-eQTLs in liver, skin, whole blood, subcuta-
neous fat, and omental fat ex vivo tissues made available by the 
MuTHER (51), KORA (52), DeCode (53), Lee Kaplan (54), and BIOS 
(55) studies. The association analyses were performed with the 
GWAS lead SNP following the procedure described previously (56). 
The analysis of eQTLs was limited to genes in cis within a ±1-Mb 
window of the lead SNP. For each GWAS lead SNP, we separately 
reported the top eQTL in the locus and the coincident cis-eQTLs 
with significance cutoffs of P < 1 × 10−3 and an FDR of <5%, respec-
tively. For studies where gene expression was measured using a 
microarray technology, the microarray probes were annotated with 
information accessed on ProbeDB (available at www.ncbi.nlm.nih.gov/
probe/). If the probe IDs were not available in the ProbeDB, then 
we aligned the probe sequence to HG38 with blast algorithm available 
at https://blast.ncbi.nlm.nih.gov/Blast.cgi and then annotated the 
transcripts overlapping the genomic coordinates using consensual 
information in GenBank, RefSeq, ENCODE (Encyclopedia of DNA 
Elements), and UCSC (University of California, Santa Cruz) databases.
Methylation quantitative trait locus
We searched for cis-methylation QTL in blood at five different life 
stages using mQTLdb (www.mqtldb.org/). Methylation QTL data 
were generated as previously described (16) using ALSPAC study data. 
Only GWAS SNPs that colocalized with eQTL data were looked up.
Genetic correlations using LD score regression analyses
We used the LD hub (57) available at http://ldsc.broadinstitute.org 
to quantify the genetic correlation between each of the six early 
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growth traits and a selection of 49 disease/traits of interest from 33 
GWAS studies in the following precompiled categories: education, 
anthropometric traits, lipids, glycemic traits, bone mineral density, 
neurological/psychiatric diseases, and other traits (including 
adiponectin, coronary artery disease, type 2 diabetes, and menarche). 
We carried out the LD score regression analyses for blood pressure 
traits using the Python scripts provided on the developer’s website at 
https://github.com/bulik/ldsc. Before running the LD score regression 
analyses, each summary statistics file was reformatted using the 
munge_sumstats.py Python script, which filtered the SNPs to HapMap 3 
SNPs as recommended on the developer’s website to minimize any bias 
from poor imputation quality. SNPs were also excluded if an MAF of 
<0.01, ambiguous strand, duplicate rsID, and reported sample size are 
less than 60% of the total available. If the sample size for each SNP was 
available, then we used the –N-col to specify the relevant sample size 
column in the GWAS summary statistics file, and when no sample size 
column was available, we used the maximum sample size reported in the 
GWAS meta-analysis. After the GWAS summary statistics files were 
reformatted, we then used the ldsc.py Python script to run the LD 
score regression analyses between each of the six early growth traits 
and systolic blood pressure and diastolic blood pressure. The pre-
complied European LD scores calculated from 1000 Genomes data 
available on the developer’s website were used for LD score regression.
Adult BMI GRS
We calculated a weighted GRSs of adult BMI with the 97 SNPs 
associated with BMI at genome-wide levels of significance in 
the GIANT consortium (18) using the R package gtx and following 
the procedure described in (58). Briefly, a risk score estimating the 
pleiotropic effect of adult BMI variants on each early growth trait 
was inferred from summary statistics obtained from the stage 1 
GWAS meta-analyses. Risk score models with evidence of hetero-
geneity (Phet < 0.05, only BMI-AP) were refitted using a downwards 
elimination of SNPs with largest effect size until the model is not 
heterogeneous (Phet > 0.05). In addition, we estimated evidence of 
horizontal pleiotropy between adult BMI and each early growth 
trait with the package MR-PRESSO (59).
Pathway enrichment analysis
To explore the pathways associated with early growth traits, we 
applied MAGENTA (version 2) (19) to the stage 1 GWAS results. 
Briefly, each gene in the genome was mapped to a single SNP with 
the lowest P value within a 110-kb upstream or 40-kb downstream 
window of the gene. The corresponding P value, representing each 
gene, was corrected for confounding factors such as gene size, LD 
patterns, SNP density, and other genetic factors. The adjusted P values 
were ranked, and the observed number of genes in a given pathway 
above a specified P value threshold (75th and 95th percentiles used) 
was calculated. This number was compared with that from repeat-
ing the process based on 10,000 randomly permuted pathways of 
identical size. In doing so, an empirical gene set enrichment associ-
ation (GSEA) P value for each pathway was computed. In our study, 
individual pathways with an FDR of <0.05 and nominal GSEA 
P < 0.05 were deemed significant, and, unless otherwise stated, 
results for the 95th percentile cutoff analysis were reported.
SNP heritability
We estimated the SNP heritability, the proportion of variance ex-
plained by common SNPs (MAF > 1%), with LD score as implemented 
in LD hub and using our six stage 1 GWAS meta-analyses on early 
growth traits (see the next paragraph for detailed information on 
postprocessing of GWAS data for LD score analysis). LD score 
regression estimates were obtained using a regression model with 
intercept, which aims at correcting for systematic confounders in 
GWAS summary statistics such as population stratification. In 
addition, we provided SumHer (21) SNP heritability estimates due 
to the current debate on the (mainly downward) bias of LD score 
regression estimates. SumHer estimates were obtained using a 
regression model including an intercept. The estimates of heritability 
using family and twin studies were obtained from the literature 
using PubMed searches complemented with Google scholar. The 
proportion of heritability explained by common SNPs is the ratio of 
the SNP heritability obtained from LD score regression and the 
overall heritability obtained from family and twin studies.
Post hoc power analysis
We conducted a post hoc power analysis to determine the effect size 
in SD units we are powered to detect (power, 80%). The following 
experimental setup is considered to parameterize the null hypothesis: 
stage 1 meta-analysis sample size (n = 6222), the smallest minimum 
allele frequency observed among the four lead GWAS SNPs (MAF = 
0.22; most conservative), imputation quality R2 = 0.8, significance 
level P < 5 × 10−8, and genotypes assumed to be in HWE. Analysis 
was conducted as previously described (60). Briefly, the noncentrality 
parameter (NCP) gives the expected value of the test statistic under 
the null hypothesis parameterized above. The power to detect 
an effect size b > NCP is the probability of obtaining an effect 
larger or equal to NCP under the alternative hypothesis parame-
terized by the normal distribution with mean b and SD set equal to 
the SE of NCP.
SUPPLEMENTARY MATERIALS
Supplementary material for this article is available at http://advances.sciencemag.org/cgi/
content/full/5/9/eaaw3095/DC1
Table S1. Study characteristics, exclusions, genotyping, quality control, and imputation of stage 1 studies.
Table S2. Study characteristics, exclusions, genotyping, and quality control in stage 2 studies.
Table S3. The SNP selection criteria used for selecting loci from stage 1 GWAS meta-analysis 
data and proxies used for follow-up in stage 2.
Table S4. The association of the four genome-wide significant SNPs or proxies in high LD  
(R2 > 0.8) with other phenotypes in published GWASs retrieved from PhenoScanner database.
Table S5. The association of the four genome-wide significant SNPs with other phenotypes in 
the Gene Atlas PheWAS on the UK Biobank data.
Table S6. Conditional analysis in the NFBC1966 data (N = 2585) of the BMI-AP association with 
the lead GWAS SNP rs9436303 adjusting for the early-onset obesity SNP rs11208659.
Table S7. Variant effect prediction of the four genome-wide significant SNPs.
Table S8. Biological and functional mechanisms of the nearest genes to the four genome-wide 
significant SNPs.
Table S9. Top eQTLs (FDR < 1%) in five ex vivo tissues in high LD (R2 > 0.8) with the lead GWAS 
SNPs in LEPR/LEPROT locus.
Table S10. Direct lookup on eQTL (P < 0.001) data in five ex vivo tissues of the lead GWAS SNPs 
in LEPR/LEPROT locus.
Table S11. Direct lookup of the lead GWAS SNPs in LEPR/LEPROT and TFAP2B locus on 
methylation QTL (FDR < 1%) in blood drawn at five different life stages: mother’s pregnancy 
(~29.2 years, SD = 4.4 years) and middle age (~47.5 years, SD = 4.5 years), and offspring’s birth 
(0 years), childhood (~7.5 years, SD = 0.15 years), and adolescence (~17.1 years, SD = 1.0 years).
Table S12. Cross-trait genetic correlations between five early growth traits and 80 other GWAS 
phenotypes from LD score regression analyses.
Table S13. The directional consistency between phenotypic and genetic correlations for the 
same trait.
Table S14. Lookup of the GIANT consortium BMI-associated SNPs on the stage 1 GWAS 
meta-analyses of the six early growth traits.
Table S15. The GRS of adult BMI using SNP weights from the GIANT consortium applied to the 
early growth trait summary statistics from the stage 1 GWAS meta-analyses.
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
Couto Alves et al., Sci. Adv. 2019; 5 : eaaw3095     4 September 2019
S C I E N C E  A D V A N C E S  |  R E S E A R C H  A R T I C L E
13 of 17
Table S16. Gene set enrichment analysis (MAGENTA) of biological pathways based on the 
discovery GWAS.
Table S17. Detailed description of IGF-1 signaling pathway associated with AGE-AR  
(FDR < 0.05) in MAGENTA gene set enrichment analysis.
Table S18. SNP heritability of the early growth traits estimated with SumHer and LD score.
Table S19. Individual contributions of authors.
Fig. S1. Graphical illustration of height and weight growth patterns and the derived measures 
of early growth traits used in the present study.
Fig. S2. Summary of study design.
Fig. S3. The participating studies with their geographical location.
Fig. S4. The Manhattan plot and quantile-quantile plot of the association P values for the six 
early growth phenotypes from stage 1 genome-wide association analyses.
Fig. S5. Regional association and forest plots of the three genome-wide significant loci 
associated with early growth traits that have been previously linked with adult BMI.
Fig. S6. Heterogeneity analyses of the GWAS lead SNP rs9436303 at LEPR/LEPROT locus.
Fig. S7. Regional plots of the GWAS and GTEx cis-eQTL data used in the colocalization analysis 
of the early growth–associated loci.
Fig. S8. Tissue-specific PPs of colocalization of TFAP2B.
Fig. S9. Genomic annotation analysis of the colocalized variants involved in the regulation of 
LEPR, LEPROT, and TFAP2B gene expression.
Fig. S10. Adult BMI GRS analysis of early growth traits.
Note S1. Literature search for epidemiological associations between early growth traits and 
childhood and adult traits.
Note S2. Cohort description (see also tables S1 and S2 for genotyping details and figs. S1 to S3).
Note S3. Funding and acknowledgments by the study.
References (61–104)
REFERENCES AND NOTES
 1. P. W. Franks, R. L. Hanson, W. C. Knowler, M. L. Sievers, P. H. Bennett, H. C. Looker, 
Childhood obesity, other cardiovascular risk factors, and premature death. N. Engl. J. Med. 
362, 485–493 (2010).
 2. L. G. Bjerregaard, B. W. Jensen, L. Ängquist, M. Osler, T. I. A. Sørensen, J. L. Baker, Change 
in overweight from childhood to early adulthood and risk of type 2 diabetes.  
N. Engl. J. Med. 378, 1302–1312 (2018).
 3. U. Sovio, M. Kaakinen, I. Tzoulaki, S. Das, A. Ruokonen, A. Pouta, A.-L. Hartikainen, 
J. Molitor, M.-R. Järvelin, How do changes in body mass index in infancy and childhood 
associate with cardiometabolic profile in adulthood? Findings from the Northern Finland 
birth cohort 1966 study. Int. J. Obes. 38, 53–59 (2014).
 4. Y. Ben-Shlomo, D. Kuh, A life course approach to chronic disease epidemiology: 
Conceptual models, empirical challenges and interdisciplinary perspectives.  
Int. J. Epidemiol. 31, 285–293 (2002).
 5. J. P. Bradfield, H. R. Taal, N. J. Timpson, A. Scherag, C. Lecoeur, N. M. Warrington, 
E. Hypponen, C. Holst, B.  Valcarcel, E. Thiering, R. M. Salem, F. R. Schumacher, 
D. L. Cousminer, P. M. A. Sleiman, J.  Zhao, R. I. Berkowitz, K. S. Vimaleswaran, I. Jarick, 
C. E. Pennell, D. M. Evans, B. St. Pourcain, D. J. Berry, D. O’Mook-Kanamori, A. Hofman, 
F. Rivadeinera, A. G. Uitterlinden, C. M. van Duijn, R. J. P. van der Valk, J. C. de Jongste, 
D. S. Postma, D. I. Boomsma, W. J. Gauderman, M. T. Hassanein, C. M. Lindgren, R. Mägi, 
C. A. G. Boreham, C. E. Neville, L. A. Moreno, P.  Elliott, A. Pouta, A.-L. Hartikainen, M. Li, 
O. Raitakari, T. Lehtimäki, J. G. Eriksson, A. Palotie, J. Dallongeville, S. Das, P. Deloukas, 
G. McMahon, S. M. Ring, J. P. Kemp, J. L. Buxton, A. I. F. Blakemore, M. Bustamante, 
M. Guxens, J. N. Hirschhorn, M. W. Gillman, E. Kreiner-Møller, H. Bisgaard, F. D. Gilliland, 
J. Heinrich, E. Wheeler, I. Barroso, S. O’Rahilly, A. Meirhaeghe, T. I. A. Sørensen, C. Power, 
L. J. Palmer, A. Hinney, E. Widen, I. Sadaf Farooqi, M. I. McCarthy, P. Froguel, D. Meyre, 
J. Hebebrand, M.-R. Jarvelin, V. W. V. Jaddoe, G. D. Smith, H. Hakonarson, S. F. A. Grant, 
for the Early Growth Genetics (EGG) Consortium, A genome-wide association 
meta-analysis identifies new childhood obesity loci. Nat. Genet. 44, 526–531 (2012).
 6. J. F. Felix, J. P. Bradfield, C. Monnereau, R. J. P. van der Valk, E. Stergiakouli, A. Chesi, 
R. Gaillard, B. Feenstra, E. Thiering, E. Kreiner-Møller, A. Mahajan, N. Pitkänen, R. Joro, 
A. Cavadino, V. Huikari, S. Franks, M. M. Groen-Blokhuis, D. L. Cousminer, J. A. Marsh, 
T. Lehtimäki, J. A. Curtin, J. Vioque, T. S. Ahluwalia, R. Myhre, T. S. Price, N. Vilor-Tejedor, 
L. Yengo, N. Grarup, I. Ntalla, W. Ang, M. Atalay, H. Bisgaard, A. I. Blakemore, 
A. Bonnefond, L. Carstensen; Bone Mineral Density in Childhood Study (BMDCS); Early 
Genetics and Lifecourse Epidemiology (EAGLE) Consortium, J. Eriksson, C. Flexeder, 
L. Franke, F. Geller, M. Geserick, A. L. Hartikainen, C. M. Haworth, J. N. Hirschhorn, 
A. Hofman, J. C. Holm, M. Horikoshi, J. J. Hottenga, J. Huang, H. N. Kadarmideen, 
M. Kähönen, W. Kiess, H. M. Lakka, T. A. Lakka, A. M. Lewin, L. Liang, L. P. Lyytikäinen, 
B. Ma, P. Magnus, S. McCormack, G. McMahon, F. D. Mentch, C. M. Middeldorp, 
C. S. Murray, K. Pahkala, T. H. Pers, R. Pfäffle, D. S. Postma, C. Power, A. Simpson, 
V. Sengpiel, C. M. Tiesler, M. Torrent, A. G. Uitterlinden, J. van Meurs, R. Vinding, J. Waage, 
J. Wardle, E. Zeggini, B. S. Zemel, G. V. Dedoussis, O. Pedersen, P. Froguel, J. Sunyer, 
R. Plomin, B. Jacobsson, T. Hansen, J. R. Gonzalez, A. Custovic, O. T. Raitakari, C. E. Pennell, 
E. Widén, D. I. Boomsma, G. H. Koppelman, S. Sebert, M. R. Järvelin, E. Hyppönen, 
M. McCarthy, V. Lindi, N. Harri, A. Körner, K. Bønnelykke, J. Heinrich, M. Melbye, 
F. Rivadeneira, H. Hakonarson, S. M. Ring, G. D. Smith, T. I. Sørensen, N. J. Timpson, 
S. F. Grant, V. W. V. Jaddoe; Early Growth Genetics (EGG) Consortium; Bone Mineral 
Density in Childhood Study (BMDCS) Consortium, H. J. Kalkwarf, J. M. Lappe, V. Gilsanz, 
S. E. Oberfield, J. A. Shepherd, A. Kelly, B. S. Zemel, Genome-wide association analysis 
identifies three new susceptibility loci for childhood body mass index. Hum. Mol. Genet. 
25, 389–403 (2016).
 7. M. F. Rolland-Cachera, M. Deheeger, F. Bellisle, M. Sempé, M. Guilloud-Bataille, E. Patois, 
Adiposity rebound in children: A simple indicator for predicting obesity. Am. J. Clin. Nutr. 
39, 129–135 (1984).
 8. S. Péneau, R. González-Carrascosa, G. Gusto, D. Goxe, O. Lantieri, L. Fezeu, S. Hercberg, 
M. F. Rolland-Cachera, Age at adiposity rebound: Determinants and association 
with nutritional status and the metabolic syndrome at adulthood. Int. J. Obes. 40, 
1150–1156 (2016).
 9. O. Canela-Xandri, K. Rawlik, A. Tenesa, An atlas of genetic associations in UK Biobank.  
Nat. Genet. 50, 1593–1599 (2018).
 10. J. R. Staley, J. Blackshaw, M. A. Kamat, S. Ellis, P. Surendran, B. B. Sun, D. S. Paul, D. Freitag, 
S. Burgess, J. Danesh, R. Young, A. S. Butterworth, PhenoScanner: A database of human 
genotype-phenotype associations. Bioinformatics 32, 3207–3209 (2016).
 11. Q. Sun, M. C. Cornelis, P. Kraft, L. Qi, R. M. van Dam, C. J. Girman, C. C. Laurie, D. B. Mirel, 
H. Gong, C.-C. Sheu, D. C. Christiani, D. J. Hunter, C. S. Mantzoros, F. B. Hu, Genome-wide 
association study identifies polymorphisms in LEPR as determinants of plasma soluble 
leptin receptor levels. Hum. Mol. Genet. 19, 1846–1855 (2010).
 12. E. Wheeler, N. Huang, E. G. Bochukova, J. M. Keogh, S. Lindsay, S. Garg, E. Henning, 
H. Blackburn, R. J. F. Loos, N. J. Wareham, S. O’Rahilly, M. E. Hurles, I. Barroso, I. S. Farooqi, 
Genome-wide SNP and CNV analysis identifies common and low-frequency variants 
associated with severe early-onset obesity. Nat. Genet. 45, 513–517 (2013).
 13. B. Bailleul, I. Akerblom, A. D. Strosberg, The leptin receptor promoter controls expression 
of a second distinct protein. Nucleic Acids Res. 25, 2752–2758 (1997).
 14. C. Giambartolomei, D. Vukcevic, E. E. Schadt, L. Franke, A. D. Hingorani, C. Wallace, 
V. Plagnol, Bayesian test for colocalisation between pairs of genetic association studies 
using summary statistics. PLOS Genet. 10, e1004383 (2014).
 15. GTEx Consortium, Genetic effects on gene expression across human tissues.  
Nature 550, 204–213 (2017).
 16. T. R. Gaunt, H. A. Shihab, G. Hemani, J. L. Min, G. Woodward, O. Lyttleton, J. Zheng, 
A. Duggirala, W. L. McArdle, K. Ho, S. M. Ring, D. M. Evans, G. D. Smith, C. L. Relton, 
Systematic identification of genetic influences on methylation across the human life 
course. Genome Biol. 17, 61 (2016).
 17. M. Yousefi, W. Karmaus, H. Zhang, S. Ewart, H. Arshad, J. W. Holloway, The methylation 
of the LEPR/LEPROT genotype at the promoter and body regions influence concentrations 
of leptin in girls and BMI at age 18 years if their mother smoked during pregnancy.  
Int. J. Mol. Epidemiol. Genet. 4, 86–100 (2013).
 18. A. E. Locke, B. Kahali, S. I. Berndt, A. E. Justice, T. H. Pers, F. R. Day, C. Powell, S. Vedantam, 
M. L. Buchkovich, J. Yang, D. C. Croteau-Chonka, T. Esko, T. Fall, T. Ferreira, S. Gustafsson, 
Z. Kutalik, J. Luan, R. Mägi, J. C. Randall, T. W. Winkler, A. R. Wood, T. Workalemahu, 
J. D. Faul, J. A. Smith, J. H. Zhao, W. Zhao, J. Chen, R. Fehrmann, Å. K. Hedman, 
J. Karjalainen, E. M. Schmidt, D. Absher, N. Amin, D. Anderson, M. Beekman, J. L. Bolton, 
J. L. Bragg-Gresham, S. Buyske, A. Demirkan, G. Deng, G. B. Ehret, B. Feenstra, 
M. F. Feitosa, K. Fischer, A. Goel, J. Gong, A. U. Jackson, S. Kanoni, M. E. Kleber, 
K. Kristiansson, U. Lim, V. Lotay, M. Mangino, I. M. Leach, C. Medina-Gomez, S. E. Medland, 
M. A. Nalls, C. D. Palmer, D. Pasko, S. Pechlivanis, M. J. Peters, I. Prokopenko, D. Shungin, 
A. Stančáková, R. J. Strawbridge, Y. J. Sung, T. Tanaka, A. Teumer, S. Trompet, 
S. W. van der Laan, J. van Setten, J. V. Van Vliet-Ostaptchouk, Z. Wang, L. Yengo, W. Zhang, 
A. Isaacs, E. Albrecht, J. Ärnlöv, G. M. Arscott, A. P. Attwood, S. Bandinelli, A. Barrett, 
I. N. Bas, C. Bellis, A. J. Bennett, C. Berne, R. Blagieva, M. Blüher, S. Böhringer, 
L. L. Bonnycastle, Y. Böttcher, H. A. Boyd, M. Bruinenberg, I. H. Caspersen, Y.-D. I. Chen, 
R. Clarke, E. W. Daw, A. J. M. de Craen, G. Delgado, M. Dimitriou, A. S. F. Doney, N. Eklund, 
K. Estrada, E. Eury, L. Folkersen, R. M. Fraser, M. E. Garcia, F. Geller, V. Giedraitis, B. Gigante, 
A. S. Go, A. Golay, A. H. Goodall, S. D. Gordon, M. Gorski, H.-J. Grabe, H. Grallert, 
T. B. Grammer, J. Gräßler, H. Grönberg, C. J. Groves, G. Gusto, J. Haessler, P. Hall, T. Haller, 
G. Hallmans, C. A. Hartman, M. Hassinen, C. Hayward, N. L. Heard-Costa, Q. Helmer, 
C. Hengstenberg, O. Holmen, J.-J. Hottenga, A. L. James, J. M. Jeff, Å. Johansson, J. Jolley, 
T. Juliusdottir, L. Kinnunen, W. Koenig, M. Koskenvuo, W. Kratzer, J. Laitinen, C. Lamina, 
K. Leander, N. R. Lee, P. Lichtner, L. Lind, J. Lindström, K. S. Lo, S. Lobbens, R. Lorbeer, 
Y. Lu, F. Mach, P. K. E. Magnusson, A. Mahajan, W. L. McArdle, S. McLachlan, C. Menni, 
S. Merger, E. Mihailov, L. Milani, A. Moayyeri, K. L. Monda, M. A. Morken, A. Mulas, 
G. Müller, M. Müller-Nurasyid, A. W. Musk, R. Nagaraja, M. M. Nöthen, I. M. Nolte, S. Pilz, 
N. W. Rayner, F. Renstrom, R. Rettig, J. S. Ried, S. Ripke, N. R. Robertson, L. M. Rose, 
S. Sanna, H. Scharnagl, S. Scholtens, F. R. Schumacher, W. R. Scott, T. Seufferlein, J. Shi, 
A. V. Smith, J. Smolonska, A. V. Stanton, V. Steinthorsdottir, K. Stirrups, H. M. Stringham, 
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
Couto Alves et al., Sci. Adv. 2019; 5 : eaaw3095     4 September 2019
S C I E N C E  A D V A N C E S  |  R E S E A R C H  A R T I C L E
14 of 17
J. Sundström, M. A. Swertz, A. J. Swift, A.-C. Syvänen, S.-T. Tan, B. O. Tayo, B. Thorand, 
G. Thorleifsson, J. P. Tyrer, H.-W. Uh, L. Vandenput, F. C. Verhulst, S. H. Vermeulen, 
N. Verweij, J. M. Vonk, L. L. Waite, H. R. Warren, D. Waterworth, M. N. Weedon, 
L. R. Wilkens, C. Willenborg, T. Wilsgaard, M. K. Wojczynski, A. Wong, A. F. Wright, 
Q. Zhang; The LifeLines Cohort Study, E. P. Brennan, M. Choi, Z. Dastani, A. W. Drong, 
P. Eriksson, A. Franco-Cereceda, J. R. Gådin, A. G. Gharavi, M. E. Goddard, R. E. Handsaker, 
J. Huang, F. Karpe, S. Kathiresan, S. Keildson, K. Kiryluk, M. Kubo, J.-Y. Lee, L. Liang, 
R. P. Lifton, B. Ma, S. A. McCarroll, A. J. McKnight, J. L. Min, M. F. Moffatt, 
G. W. Montgomery, J. M. Murabito, G. Nicholson, D. R. Nyholt, Y. Okada, J. R. B. Perry, 
R. Dorajoo, E. Reinmaa, R. M. Salem, N. Sandholm, R. A. Scott, L. Stolk, A. Takahashi, 
T. Tanaka, F. M. Van’t Hooft, A. A. E. Vinkhuyzen, H.-J. Westra, W. Zheng, K. T. Zondervan; 
The ADIPOGen Consortium; The AGEN-BMI Working Group; The CARDIOGRAMplusCD 
Consortium; The CKDGen Consortium; The GLGC; The ICBP; The MAGIC Investigators; The 
MuTHER Consortium; The MIGen Consortium; The PAGE Consortium; The ReproGen 
Consortium; The GENIE Consortium; The International Endogene Consortium, 
A. C. Heath, D. Arveiler, S. J. L. Bakker, J. Beilby, R. N. Bergman, J. Blangero, P. Bovet, 
H. Campbell, M. J. Caulfield, G. Cesana, A. Chakravarti, D. I. Chasman, P. S. Chines, 
F. S. Collins, D. C. Crawford, L. A. Cupples, D. Cusi, J. Danesh, U. de Faire, H. M. den Ruijter, 
A. F. Dominiczak, R. Erbel, J. Erdmann, J. G. Eriksson, M. Farrall, S. B. Felix, E. Ferrannini, 
J. Ferrières, I. Ford, N. G. Forouhi, T. Forrester, O. H. Franco, R. T. Gansevoort, P. V. Gejman, 
C. Gieger, O. Gottesman, V. Gudnason, U. Gyllensten, A. S. Hall, T. B. Harris, A. T. Hattersley, 
A. A. Hicks, L. A. Hindorff, A. D. Hingorani, A. Hofman, G. Homuth, G. K. Hovingh, 
S. E. Humphries, S. C. Hunt, E. Hyppönen, T. Illig, K. B. Jacobs, M.-R. Jarvelin, K.-H. Jöckel, 
B. Johansen, P. Jousilahti, J. W. Jukema, A. M. Jula, J. Kaprio, J. J. P. Kastelein, 
S. M. Keinanen-Kiukaanniemi, L. A. Kiemeney, P. Knekt, J. S. Kooner, C. Kooperberg, 
P. Kovacs, A. T. Kraja, M. Kumari, J. Kuusisto, T. A. Lakka, C. Langenberg, L. L. Marchand, 
T. Lehtimäki, V. Lyssenko, S. Männistö, A. Marette, T. C. Matise, C. A. McKenzie, 
B. McKnight, F. L. Moll, A. D. Morris, A. P. Morris, J. C. Murray, M. Nelis, C. Ohlsson, 
A. J. Oldehinkel, K. K. Ong, P. A. F. Madden, G. Pasterkamp, J. F. Peden, A. Peters, 
D. S. Postma, P. P. Pramstaller, J. F. Price, L. Qi, O. T. Raitakari, T. Rankinen, D. C. Rao, 
T. K. Rice, P. M. Ridker, J. D. Rioux, M. D. Ritchie, I. Rudan, V. Salomaa, N. J. Samani, 
J. Saramies, M. A. Sarzynski, H. Schunkert, P. E. H. Schwarz, P. Sever, A. R. Shuldiner, 
J. Sinisalo, R. P. Stolk, K. Strauch, A. Tönjes, D.-A. Trégouët, A. Tremblay, E. Tremoli, 
J. Virtamo, M.-C. Vohl, U. Völker, G. Waeber, G. Willemsen, J. C. Witteman, M. C. Zillikens, 
L. S. Adair, P. Amouyel, F. W. Asselbergs, T. L. Assimes, M. Bochud, B. O. Boehm, 
E. Boerwinkle, S. R. Bornstein, E. P. Bottinger, C. Bouchard, S. Cauchi, J. C. Chambers, 
S. J. Chanock, R. S. Cooper, P. I. W. de Bakker, G. Dedoussis, L. Ferrucci, P. W. Franks, 
P. Froguel, L. C. Groop, C. A. Haiman, A. Hamsten, J. Hui, D. J. Hunter, K. Hveem, 
R. C. Kaplan, M. Kivimaki, D. Kuh, M. Laakso, Y. Liu, N. G. Martin, W. März, M. Melbye, 
A. Metspalu, S. Moebus, P. B. Munroe, I. Njølstad, B. A. Oostra, C. N. A. Palmer, 
N. L. Pedersen, M. Perola, L. Pérusse, U. Peters, C. Power, T. Quertermous, R. Rauramaa, 
F. Rivadeneira, T. E. Saaristo, D. Saleheen, N. Sattar, E. E. Schadt, D. Schlessinger, 
P. E. Slagboom, H. Snieder, T. D. Spector, U. Thorsteinsdottir, M. Stumvoll, J. Tuomilehto, 
A. G. Uitterlinden, M. Uusitupa, P. van der Harst, M. Walker, H. Wallaschofski, 
N. J. Wareham, H. Watkins, D. R. Weir, H.-E. Wichmann, J. F. Wilson, P. Zanen, I. B. Borecki, 
P. Deloukas, C. S. Fox, I. M. Heid, J. R. O’Connell, D. P. Strachan, K. Stefansson, 
C. M. van Duijn, G. R. Abecasis, L. Franke, T. M. Frayling, M. I. McCarthy, P. M. Visscher, 
A. Scherag, C. J. Willer, M. Boehnke, K. L. Mohlke, C. M. Lindgren, J. S. Beckmann, 
I. Barroso, K. E. North, E. Ingelsson, J. N. Hirschhorn, R. J. F. Loos, E. K. Speliotes, Genetic 
studies of body mass index yield new insights for obesity biology. Nature 518,  
197–206 (2015).
 19. A. V. Segrè; DIAGRAM Consortium; MAGIC investigators, L. Groop, V. K. Mootha, M. J. Daly, 
D. Altshuler, Common inherited variation in mitochondrial genes is not enriched 
for associations with type 2 diabetes or related glycemic traits. PLOS Genet. 6,  
e1001058 (2010).
 20. K. Siddle, Signalling by insulin and IGF receptors: Supporting acts and new players.  
J. Mol. Endocrinol. 47, R1–R10 (2011).
 21. D. Speed, D. J. Balding, Better estimation of SNP heritability from summary statistics 
provides a new understanding of the genetic architecture of complex traits. 
bioRxiv 284976 [Preprint]. 19 March 2018. https://doi.org/10.1101/284976.
 22. A. C. Choh, J. E. Curran, A. O. Odegaard, R. W. Nahhas, S. A. Czerwinski, J. Blangero, 
B. Towne, E. W. Demerath, Differences in the heritability of growth and growth velocity 
during infancy and associations with FTO variants. Obesity 19, 1847–1854 (2011).
 23. W. Johnson, A. C. Choh, M. Lee, B. Towne, S. A. Czerwinski, E. W. Demerath, Characterization 
of the infant BMI peak: Sex differences, birth year cohort effects, association 
with concurrent adiposity, and heritability. Am. J. Hum. Biol. 25, 378–388 (2013).
 24. C. M. Haworth, S. Carnell, E. L. Meaburn, O. S. Davis, R. Plomin, J. Wardle, Increasing 
heritability of BMI and stronger associations with the FTO gene over childhood.  
Obesity 16, 2663–2668 (2008).
 25. L. Dubois, K. Ohm Kyvik, M. Girard, F. Tatone-Tokuda, D. Pérusse, J. Hjelmborg, A. Skytthe, 
F. Rasmussen, M. J. Wright, P. Lichtenstein, N. G. Martin, Genetic and environmental 
contributions to weight, height, and BMI from birth to 19 years of age: An international 
study of over 12,000 twin pairs. PLOS ONE 7, e30153 (2012).
 26. U. Sovio, D. O. Mook-Kanamori, N. M. Warrington, R. Lawrence, L. Briollais, C. N. A. Palmer, 
J. Cecil, J. K. Sandling, A. C. Syvänen, M. Kaakinen, L. J. Beilin, I. Y. Millwood, A. J. Bennett, 
J. Laitinen, A. Pouta, J. Molitor, G. Davey Smith, Y. Ben-Shlomo, V. W. V. Jaddoe, 
L. J. Palmer, C. E. Pennell, T. J. Cole, M. I. McCarthy, M. R. Järvelin, N. J. Timpson;  
Early Growth Genetics Consortium, Association between common variation at the FTO 
locus and changes in body mass index from infancy to late childhood: The complex 
nature of genetic association through growth and development.  
PLOS Genet. 7, e1001307 (2011).
 27. V. Y. Wu, S. Lye, L. Briollais, The role of early life growth development, the FTO gene 
and exclusive breastfeeding on child BMI trajectories. Int. J. Epidemiol. 46, 1512–1522 
(2017).
 28. K. A. Bell, C. L. Wagner, W. Perng, H. A. Feldman, R. J. Shypailo, M. B. Belfort, Validity 
of body mass index as a measure of adiposity in infancy. J. Pediatr. 196, 168–174.e1 
(2018).
 29. D. S. Freedman, J. Wang, L. M. Maynard, J. C. Thornton, Z. Mei, R. N. Pierson, W. H. Dietz, 
M. Horlick, Relation of BMI to fat and fat-free mass among children and adolescents.  
Int. J. Obes. 29, 1–8 (2005).
 30. Z. G. Mei, L. M. Grummer-Strawn, A. Pietrobelli, A. Goulding, M. I. Goran, W. H. Dietz, 
Validity of body mass index compared with other body-composition screening indexes 
for the assessment of body fatness in children and adolescents. Am. J. Clin. Nutr. 75, 
978–985 (2002).
 31. P. Deurenberg, J. A. Weststrate, J. C. Seidell, Body mass index as a measure of body 
fatness: Age- and sex-specific prediction formulas. Br. J. Nutr. 65, 105–114 (1991).
 32. B. L. Horta, C. G. Victora, G. V. A. França, F. P. Hartwig, K. K. Ong, E. L. Rolfe, 
E. I. S. Magalhães, N. P. Lima, F. C. Barros, Breastfeeding moderates FTO related adiposity: 
A birth cohort study with 30 years of follow-up. Sci. Rep. 8, 2530 (2018).
 33. D. E. Berryman, C. A. M. Glad, E. O. List, G. Johannsson, The GH/IGF-1 axis in obesity: 
Pathophysiology and therapeutic considerations. Nat. Rev. Endocrinol. 9, 346–356 (2013).
 34. A. Juul, P. Bang, N. T. Hertel, K. Main, P. Dalgaard, K. Jørgensen, J. Müller, K. Hall, 
N. E. Skakkebaek, Serum insulin-like growth factor-I in 1030 healthy-children, 
adolescents, and adults: Relation to age, sex, stage of puberty, testicular size, 
and body-mass index. J. Clin. Endocr. Metab. 78, 744–752 (1994).
 35. H. Cui, M. Lopez, K. Rahmouni, The cellular and molecular bases of leptin and ghrelin 
resistance in obesity. Nat. Rev. Endocrinol. 13, 338–351 (2017).
 36. K. Clement, C. Vaisse, N. Lahlou, S. Cabrol, V. Pelloux, D. Cassuto, M. Gourmelen, C. Dina, 
J. Chambaz, J. M. Lacorte, A. Basdevant, P. Bougnères, Y. Lebouc, P. Froguel,  
B. Guy-Grand, A mutation in the human leptin receptor gene causes obesity and pituitary 
dysfunction. Nature 392, 398–401 (1998).
 37. L. Sun, A. Dimitromanolakis, L. L. Faye, A. D. Paterson, D. Waggott; DCCT/EDIC Research 
Group, S. B. Bull, BR-squared: A practical solution to the winner’s curse in genome-wide 
scans. Hum. Genet. 129, 545–552 (2011).
 38. U. Sovio, A. J. Bennett, I. Y. Millwood, J. Molitor, P. F. O’Reilly, N. J. Timpson, M. Kaakinen, 
J. Laitinen, J. Haukka, D. Pillas, I. Tzoulaki, J. Molitor, C. Hoggart, L. J. M. Coin, J. Whittaker, 
A. Pouta, A. L. Hartikainen, N. B. Freimer, E. Widen, L. Peltonen, P. Elliott, M. I. McCarthy, 
M. R. Jarvelin, Genetic determinants of height growth assessed longitudinally 
from infancy to adulthood in the Northern Finland Birth Cohort 1966. PLOS Genet. 5, 
e1000409 (2009).
 39. C. S. Berkey, R. B. Reed, A model for describing normal and abnormal growth in early 
childhood. Hum. Biol. 59, 973–987 (1987).
 40. M. Krestyaninova, A. Zarins, J. Viksna, N. Kurbatova, P. Rucevskis, S. G. Neogi, M. Gostev, 
T. Perheentupa, J. Knuuttila, A. Barrett, I. Lappalainen, J. Rung, K. Podnieks, U. Sarkans, 
M. I. McCarthy, A. Brazma, A system for information management in BioMedical 
Studies–SIMBioMS. Bioinformatics 25, 2768–2769 (2009).
 41. C. J. Willer, Y. Li, G. R. Abecasis, METAL: Fast and efficient meta-analysis of genomewide 
association scans. Bioinformatics 26, 2190–2191 (2010).
 42. B. Devlin, K. Roeder, Genomic control for association studies. Biometrics 55, 997–1004 
(1999).
 43. N. D. Palmer, J. C. Mychaleckyj, C. D. Langefeld, J. T. Ziegler, A. H. Williams, M. Bryer-Ash, 
D. W. Bowden, Evaluation of DLG2 as a positional candidate for disposition index 
in African-Americans from the IRAS family study. Diabetes Res. Clin. Pract. 87, 69–76 
(2010).
 44. C. M. Lindgren, I. M. Heid, J. C. Randall, C. Lamina, V. Steinthorsdottir, L. Qi, E. K. Speliotes, 
G. Thorleifsson, C. J. Willer, B. M. Herrera, A. U. Jackson, N. Lim, P. Scheet, N. Soranzo, 
N. Amin, Y. S. Aulchenko, J. C. Chambers, A. Drong, J. Luan, H. N. Lyon, F. Rivadeneira, 
S. Sanna, N. J. Timpson, M. C. Zillikens, J. H. Zhao, P. Almgren, S. Bandinelli, A. J. Bennett, 
R. N. Bergman, L. L. Bonnycastle, S. J. Bumpstead, S. J. Chanock, L. Cherkas, P. Chines, 
L. Coin, C. Cooper, G. Crawford, A. Doering, A. Dominiczak, A. S. F. Doney, S. Ebrahim, 
P. Elliott, M. R. Erdos, K. Estrada, L. Ferrucci, G. Fischer, N. G. Forouhi, C. Gieger, H. Grallert, 
C. J. Groves, S. Grundy, C. Guiducci, D. Hadley, A. Hamsten, A. S. Havulinna, A. Hofman, 
R. Holle, J. W. Holloway, T. Illig, B. Isomaa, L. C. Jacobs, K. Jameson, P. Jousilahti, F. Karpe, 
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
Couto Alves et al., Sci. Adv. 2019; 5 : eaaw3095     4 September 2019
S C I E N C E  A D V A N C E S  |  R E S E A R C H  A R T I C L E
15 of 17
J. Kuusisto, J. Laitinen, G. M. Lathrop, D. A. Lawlor, M. Mangino, W. L. McArdle, 
T. Meitinger, M. A. Morken, A. P. Morris, P. Munroe, N. Narisu, A. Nordström, P. Nordström, 
B. A. Oostra, C. N. A. Palmer, F. Payne, J. F. Peden, I. Prokopenko, F. Renström, 
A. Ruokonen, V. Salomaa, M. S. Sandhu, L. J. Scott, A. Scuteri, K. Silander, K. Song, X. Yuan, 
H. M. Stringham, A. J. Swift, T. Tuomi, M. Uda, P. Vollenweider, G. Waeber, C. Wallace, 
G. B. Walters, M. N. Weedon; The Wellcome Trust Case Control Consortium, 
J. C. M. Witteman, C. Zhang, W. Zhang, M. J. Caulfield, F. S. Collins, G. Davey Smith, 
I. N. M. Day, P. W. Franks, A. T. Hattersley, F. B. Hu, M. R. Jarvelin, A. Kong, J. S. Kooner, 
M. Laakso, E. Lakatta, V. Mooser, A. D. Morris, L. Peltonen, N. J. Samani, T. D. Spector, 
D. P. Strachan, T. Tanaka, J. Tuomilehto, A. G. Uitterlinden, C. M. van Duijn, N. J. Wareham, 
H. Watkins; Procardis Consortia, D. M. Waterworth, M. Boehnke, P. Deloukas, L. Groop, 
D. J. Hunter, U. Thorsteinsdottir, D. Schlessinger, H. E. Wichmann, T. M. Frayling, 
G. R. Abecasis, J. N. Hirschhorn, R. J. F. Loos, K. Stefansson, K. L. Mohlke, I. Barroso, 
M. I. McCarthy; Giant Consortium, Genome-wide association scan meta-analysis identifies 
three loci influencing adiposity and fat distribution. PLOS Genet. 5, e1000508 (2009).
 45. B. Efron, Large-scale simultaneous hypothesis testing: The choice of a null hypothesis. 
J. Am. Stat. Assoc. 99, 96–104 (2004).
 46. H. Zhong, R. L. Prentice, Bias-reduced estimators and confidence intervals for odds ratios 
in genome-wide association studies. Biostatistics 9, 621–634 (2008).
 47. J. Li, L. Ji, Adjusting multiple testing in multilocus analyses using the eigenvalues 
of a correlation matrix. Heredity 95, 221–227 (2005).
 48. J. MacArthur, E. Bowler, M. Cerezo, L. Gil, P. Hall, E. Hastings, H. Junkins, A. McMahon, 
A. Milano, J. Morales, Z. M. Pendlington, D. Welter, T. Burdett, L. Hindorff, P. Flicek, 
F. Cunningham, H. Parkinson, The new NHGRI-EBI Catalog of published genome-wide 
association studies (GWAS Catalog). Nucleic Acids Res. 45, D896–D901 (2017).
 49. W. McLaren, L. Gil, S. E. Hunt, H. S. Riat, G. R. S. Ritchie, A. Thormann, P. Flicek, 
F. Cunningham, The Ensembl variant effect predictor. Genome Biol. 17, 122 (2016).
 50. C. Wallace, M. Rotival, J. D. Cooper, C. M. Rice, J. H. M. Yang, M. McNeill, D. J. Smyth, 
D. Niblett, F. Cambien; The Cardiogenics Consortium, L. Tiret, J. A. Todd, D. G. Clayton, 
S. Blankenberg, Statistical colocalization of monocyte gene expression and genetic risk 
variants for type 1 diabetes. Hum. Mol. Genet. 21, 2815–2824 (2012).
 51. E. Grundberg, K. S. Small, Å. K. Hedman, A. C. Nica, A. Buil, S. Keildson, J. T. Bell, T. P. Yang, 
E. Meduri, A. Barrett, J. Nisbett, M. Sekowska, A. Wilk, S. Y. Shin, D. Glass, M. Travers, 
J. L. Min, S. Ring, K. Ho, G. Thorleifsson, A. Kong, U. Thorsteindottir, C. Ainali, A. S. Dimas, 
N. Hassanali, C. Ingle, D. Knowles, M. Krestyaninova, C. E. Lowe, P. Di Meglio, 
S. B. Montgomery, L. Parts, S. Potter, G. Surdulescu, L. Tsaprouni, S. Tsoka, V. Bataille, 
R. Durbin, F. O. Nestle, S. O'Rahilly, N. Soranzo, C. M. Lindgren, K. T. Zondervan, 
K. R. Ahmadi, E. E. Schadt, K. Stefansson, G. D. Smith, M. I. McCarthy, P. Deloukas, 
E. T. Dermitzakis, T. D. Spector; Multiple Tissue Human Expression Resource (MuTHER) 
Consortium, Mapping cis- and trans-regulatory effects across multiple tissues in twins. 
Nat. Genet. 44, 1084–1089 (2012).
 52. R. Holle, M. Happich, H. Löwel, H. E. Wichmann; MONICA/KORA Study Group, KORA—A 
research platform for population based health research. Gesundheitswesen 67, S19–S25 
(2005).
 53. V. Emilsson, G. Thorleifsson, B. Zhang, A. S. Leonardson, F. Zink, J. Zhu, S. Carlson, 
A. Helgason, G. B. Walters, S. Gunnarsdottir, M. Mouy, V. Steinthorsdottir, G. H. Eiriksdottir, 
G. Bjornsdottir, I. Reynisdottir, D. Gudbjartsson, A. Helgadottir, A. Jonasdottir, 
A. Jonasdottir, U. Styrkarsdottir, S. Gretarsdottir, K. P. Magnusson, H. Stefansson, 
R. Fossdal, K. Kristjansson, H. G. Gislason, T. Stefansson, B. G. Leifsson, U. Thorsteinsdottir, 
J. R. Lamb, J. R. Gulcher, M. L. Reitman, A. Kong, E. E. Schadt, K. Stefansson, Genetics 
of gene expression and its effect on disease. Nature 452, 423–428 (2008).
 54. D. M. Greenawalt, R. Dobrin, E. Chudin, I. J. Hatoum, C. Suver, J. Beaulaurier, B. Zhang, 
V. Castro, J. Zhu, S. K. Sieberts, S. Wang, C. Molony, S. B. Heymsfield, D. M. Kemp, 
M. L. Reitman, P. Y. Lum, E. E. Schadt, L. M. Kaplan, A survey of the genetics of stomach, 
liver, and adipose gene expression from a morbidly obese cohort. Genome Res. 21, 
1008–1016 (2011).
 55. D. V. Zhernakova, P. Deelen, M. Vermaat, M. van Iterson, M. van Galen, W. Arindrarto, 
P. van 't Hof, H. Mei, F. van Dijk, H. J. Westra, M. J. Bonder, J. van Rooij, M. Verkerk, 
P. M. Jhamai, M. Moed, S. M. Kielbasa, J. Bot, I. Nooren, R. Pool, J. van Dongen, 
J. J. Hottenga, C. D. Stehouwer, C. J. van der Kallen, C. G. Schalkwijk, A. Zhernakova, Y. Li, 
E. F. Tigchelaar, N. de Klein, M. Beekman, J. Deelen, D. van Heemst, L. H. van den Berg, 
A. Hofman, A. G. Uitterlinden, M. M. van Greevenbroek, J. H. Veldink, D. I. Boomsma, 
C. M. van Duijn, C. Wijmenga, P. E. Slagboom, M. A. Swertz, A. Isaacs, J. B. van Meurs, 
R. Jansen, B. T. Heijmans, P. A. 't Hoen, L. Franke, Identification of context-dependent 
expression quantitative trait loci in whole blood. Nat. Genet. 49, 139–145 (2017).
 56. K. Bonnelykke, M. C. Matheson, T. H. Pers, R. Granell, D. P. Strachan, A. Couto Alves, 
A. Linneberg, J. A. Curtin, N. M. Warrington, M. Standl, M. Kerkhof, I. Jonsdottir, 
B. K. Bukvic, M. Kaakinen, P. Sleimann, G. Thorleifsson, U. Thorsteinsdottir, K. Schramm, 
S. Baltic, E. Kreiner-Møller, A. Simpson, B. St Pourcain, L. Coin, J. Hui, E. H. Walters, 
C. M. T. Tiesler, D. L. Duffy; AAGC, G. Jones, S. M. Ring, W. L. McArdle, L. Price, 
C. F. Robertson, J. Pekkanen, C. S. Tang, E. Thiering, G. W. Montgomery, A. L. Hartikainen, 
S. C. Dharmage, L. L. Husemoen, C. Herder, J. P. Kemp, P. Elliot, A. James, 
M. Waldenberger, M. J. Abramson, B. P. Fairfax, J. C. Knight, R. Gupta, P. J. Thompson, 
P. Holt, P. Sly, J. N. Hirschhorn, M. Blekic, S. Weidinger, H. Hakonarsson, K. Stefansson, 
J. Heinrich, D. S. Postma, A. Custovic, C. E. Pennell, M. R. Jarvelin, G. H. Koppelman, 
N. Timpson, M. A. Ferreira, H. Bisgaard, A. J. Henderson, Meta-analysis of genome-wide 
association studies identifies ten loci influencing allergic sensitization. Nat. Genet. 45, 
902–906 (2013).
 57. J. Zheng, A. M. Erzurumluoglu, B. L. Elsworth, J. P. Kemp, L. Howe, P. C. Haycock, 
G. Hemani, K. Tansey, C. Laurin; Early Genetics and Lifecourse Epidemiology (EAGLE) 
Eczema Consortium, B. St Pourcain, N. M. Warrington, H. K. Finucane, A. L. Price, 
B. K. Bulik-Sullivan, V. Anttila, L. Paternoster, T. R. Gaunt, D. M. Evans, B. M. Neale, LD Hub: 
A centralized database and web interface to perform LD score regression that maximizes 
the potential of summary level GWAS data for SNP heritability and genetic correlation 
analysis. Bioinformatics 33, 272–279 (2017).
 58. International Consortium for Blood Pressure Genome-Wide Assoxiation Studies, Genetic 
variants in novel pathways influence blood pressure and cardiovascular disease risk. 
Nature 478, 103–109 (2011).
 59. M. Verbanck, C. Y. Chen, B. Neale, R. Do, Detection of widespread horizontal pleiotropy 
in causal relationships inferred from Mendelian randomization between complex traits 
and diseases. Nat. Genet. 50, 693–698 (2018).
 60. P. M. Visscher, N. R. Wray, Q. Zhang, P. Sklar, M. I. McCarthy, M. A. Brown, J. Yang, 10 years 
of GWAS discovery: Biology, function, and translation. Am. J. Hum. Genet. 101, 5–22 (2017).
 61. G. Thorleifsson, G. B. Walters, D. F. Gudbjartsson, V. Steinthorsdottir, P. Sulem, 
A. Helgadottir, U. Styrkarsdottir, S. Gretarsdottir, S. Thorlacius, I. Jonsdottir, T. Jonsdottir, 
E. J. Olafsdottir, G. H. Olafsdottir, T. Jonsson, F. Jonsson, K. Borch-Johnsen, T. Hansen, 
G. Andersen, T. Jorgensen, T. Lauritzen, K. K. Aben, A. L. M. Verbeek, N. Roeleveld, 
E. Kampman, L. R. Yanek, L. C. Becker, L. Tryggvadottir, T. Rafnar, D. M. Becker, J. Gulcher, 
L. A. Kiemeney, O. Pedersen, A. Kong, U. Thorsteinsdottir, K. Stefansson, Genome-wide 
association yields new sequence variants at seven loci that associate with measures 
of obesity. Nat. Genet. 41, 18–24 (2009).
 62. J. Zhao, J. P. Bradfield, M. Li, K. Wang, H. Zhang, C. E. Kim, K. Annaiah, J. T. Glessner, 
K. Thomas, M. Garris, E. C. Frackelton, F. G. Otieno, J. L. Shaner, R. M. Smith, 
R. M. Chiavacci, R. I. Berkowitz, H. Hakonarson, S. F. A. Grant, The role of obesity-
associated loci identified in genome-wide association studies in the determination 
of pediatric BMI. Obesity 17, 2254–2257 (2009).
 63. A. Scherag, C. Dina, A. Hinney, V. Vatin, S. Scherag, C. I. G. Vogel, T. D. Müller, H. Grallert, 
H. E. Wichmann, B. Balkau, B. Heude, M. R. Jarvelin, A. L. Hartikainen, C. Levy-Marchal, 
J. Weill, J. Delplanque, A. Körner, W. Kiess, P. Kovacs, N. W. Rayner, I. Prokopenko, 
M. I. McCarthy, H. Schäfer, I. Jarick, H. Boeing, E. Fisher, T. Reinehr, J. Heinrich, P. Rzehak, 
D. Berdel, M. Borte, H. Biebermann, H. Krude, D. Rosskopf, C. Rimmbach, W. Rief, 
T. Fromme, M. Klingenspor, A. Schürmann, N. Schulz, M. M. Nöthen, T. W. Mühleisen, 
R. Erbel, K. H. Jöckel, S. Moebus, T. Boes, T. Illig, P. Froguel, J. Hebebrand, D. Meyre,  
Two new loci for body-weight regulation identified in a joint analysis of genome-wide 
association studies for early-onset extreme obesity in French and german study groups. 
PLOS Genet. 6, e1000916 (2010).
 64. R. S. Jackson, J. W. Creemers, S. Ohagi, M. L. Raffin-Sanson, L. Sanders, C. T. Montague, 
J. C. Hutton, S. O’Rahilly, Obesity and impaired prohormone processing associated 
with mutations in the human prohormone convertase 1 gene. Nat. Genet. 16, 303–306 
(1997).
 65. R. A. Scott, V. Lagou, R. P. Welch, E. Wheeler, M. E. Montasser, J. Luan, R. Mägi, 
R. J. Strawbridge, E. Rehnberg, S. Gustafsson, S. Kanoni, L. J. Rasmussen-Torvik, L. Yengo, 
C. Lecoeur, D. Shungin, S. Sanna, C. Sidore, P. C. Johnson, J. W. Jukema, T. Johnson, 
A. Mahajan, N. Verweij, G. Thorleifsson, J. J. Hottenga, S. Shah, A. V. Smith, B. Sennblad, 
C. Gieger, P. Salo, M. Perola, N. J. Timpson, D. M. Evans, B. S. Pourcain, Y. Wu, J. S. Andrews, 
J. Hui, L. F. Bielak, W. Zhao, M. Horikoshi, P. Navarro, A. Isaacs, J. R. O'Connell, K. Stirrups, 
V. Vitart, C. Hayward, T. Esko, E. Mihailov, R. M. Fraser, T. Fall, B. F. Voight, S. Raychaudhuri, 
H. Chen, C. M. Lindgren, A. P. Morris, N. W. Rayner, N. Robertson, D. Rybin, C. T. Liu, 
J. S. Beckmann, S. M. Willems, P. S. Chines, A. U. Jackson, H. M. Kang, H. M. Stringham, 
K. Song, T. Tanaka, J. F. Peden, A. Goel, A. A. Hicks, P. An, M. Müller-Nurasyid,  
A. Franco-Cereceda, L. Folkersen, L. Marullo, H. Jansen, A. J. Oldehinkel, M. Bruinenberg, 
J. S. Pankow, K. E. North, N. G. Forouhi, R. J. Loos, S. Edkins, T. V. Varga, G. Hallmans, 
H. Oksa, M. Antonella, R. Nagaraja, S. Trompet, I. Ford, S. J. Bakker, A. Kong, M. Kumari, 
B. Gigante, C. Herder, P. B. Munroe, M. Caulfield, J. Antti, M. Mangino, K. Small, I. Miljkovic, 
Y. Liu, M. Atalay, W. Kiess, A. L. James, F. Rivadeneira, A. G. Uitterlinden, C. N. Palmer, 
A. S. Doney, G. Willemsen, J. H. Smit, S. Campbell, O. Polasek, L. L. Bonnycastle, 
S. Hercberg, M. Dimitriou, J. L. Bolton, G. R. Fowkes, P. Kovacs, J. Lindström, T. Zemunik, 
S. Bandinelli, S. H. Wild, H. V. Basart, W. Rathmann, H. Grallert; Diabetes Genetics 
Replication and Meta-analysis (DIAGRAM) Consortium, W. Maerz, M. E. Kleber, 
B. O. Boehm, A. Peters, P. P. Pramstaller, M. A. Province, I. B. Borecki, N. D. Hastie, I. Rudan, 
H. Campbell, H. Watkins, M. Farrall, M. Stumvoll, L. Ferrucci, D. M. Waterworth, 
R. N. Bergman, F. S. Collins, J. Tuomilehto, R. M. Watanabe, E. J. de Geus, B. W. Penninx, 
A. Hofman, B. A. Oostra, B. M. Psaty, P. Vollenweider, J. F. Wilson, A. F. Wright, 
G. K. Hovingh, A. Metspalu, M. Uusitupa, P. K. Magnusson, K. O. Kyvik, J. Kaprio, J. F. Price, 
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
Couto Alves et al., Sci. Adv. 2019; 5 : eaaw3095     4 September 2019
S C I E N C E  A D V A N C E S  |  R E S E A R C H  A R T I C L E
16 of 17
G. V. Dedoussis, P. Deloukas, P. Meneton, L. Lind, M. Boehnke, A. R. Shuldiner, 
C. M. van Duijn, A. D. Morris, A. Toenjes, P. A. Peyser, J. P. Beilby, A. Körner, J. Kuusisto, 
M. Laakso, S. R. Bornstein, P. E. Schwarz, T. A. Lakka, R. Rauramaa, L. S. Adair, G. D. Smith, 
T. D. Spector, T. Illig, U. de Faire, A. Hamsten, V. Gudnason, M. Kivimaki, A. Hingorani, 
S. M. Keinanen-Kiukaanniemi, T. E. Saaristo, D. I. Boomsma, K. Stefansson, P. van der Harst, 
J. Dupuis, N. L. Pedersen, N. Sattar, T. B. Harris, F. Cucca, S. Ripatti, V. Salomaa, 
K. L. Mohlke, B. Balkau, P. Froguel, A. Pouta, M. R. Jarvelin, N. J. Wareham, N. Bouatia-Naji, 
M. I. McCarthy, P. W. Franks, J. B. Meigs, T. M. Teslovich, J. C. Florez, C. Langenberg, 
E. Ingelsson, I. Prokopenko, I. Barroso, Large-scale association analyses identify new loci 
influencing glycemic traits and provide insight into the underlying biological pathways. 
Nat. Genet. 44, 991–1005 (2012).
 66. C. J. Willer, E. K. Speliotes, R. J. Loos, S. Li, C. M. Lindgren, I. M. Heid, S. I. Berndt, A. L. Elliott, 
A. U. Jackson, C. Lamina, G. Lettre, N. Lim, H. N. Lyon, S. A. McCarroll, K. Papadakis, L. Qi, 
J. C. Randall, R. M. Roccasecca, S. Sanna, P. Scheet, M. N. Weedon, E. Wheeler, J. H. Zhao, 
L. C. Jacobs, I. Prokopenko, N. Soranzo, T. Tanaka, N. J. Timpson, P. Almgren, A. Bennett, 
R. N. Bergman, S. A. Bingham, L. L. Bonnycastle, M. Brown, N. P. Burtt, P. Chines, L. Coin, 
F. S. Collins, J. M. Connell, C. Cooper, G. D. Smith, E. M. Dennison, P. Deodhar, P. Elliott, 
M. R. Erdos, K. Estrada, D. M. Evans, L. Gianniny, C. Gieger, C. J. Gillson, C. Guiducci, 
R. Hackett, D. Hadley, A. S. Hall, A. S. Havulinna, J. Hebebrand, A. Hofman, B. Isomaa, 
K. B. Jacobs, T. Johnson, P. Jousilahti, Z. Jovanovic, K. T. Khaw, P. Kraft, M. Kuokkanen, 
J. Kuusisto, J. Laitinen, E. G. Lakatta, J. Luan, R. N. Luben, M. Mangino, W. L. McArdle, 
T. Meitinger, A. Mulas, P. B. Munroe, N. Narisu, A. R. Ness, K. Northstone, S. O’Rahilly, 
C. Purmann, M. G. Rees, M. Ridderstråle, S. M. Ring, F. Rivadeneira, A. Ruokonen, 
M. S. Sandhu, J. Saramies, L. J. Scott, A. Scuteri, K. Silander, M. A. Sims, K. Song, 
J. Stephens, S. Stevens, H. M. Stringham, Y. C. Tung, T. T. Valle, C. M. Van Duijn, 
K. S. Vimaleswaran, P. Vollenweider, G. Waeber, C. Wallace, R. M. Watanabe, 
D. M. Waterworth, N. Watkins; Wellcome Trust Case Control Consortium, J. C. Witteman, 
E. Zeggini, G. Zhai, M. C. Zillikens, D. Altshuler, M. J. Caulfield, S. J. Chanock, I. S. Farooqi, 
L. Ferrucci, J. M. Guralnik, A. T. Hattersley, F. B. Hu, M. R. Jarvelin, M. Laakso, V. Mooser, 
K. K. Ong, W. H. Ouwehand, V. Salomaa, N. J. Samani, T. D. Spector, T. Tuomi, 
J. Tuomilehto, M. Uda, A. G. Uitterlinden, N. J. Wareham, P. Deloukas, T. M. Frayling, 
L. C. Groop, R. B. Hayes, D. J. Hunter, K. L. Mohlke, L. Peltonen, D. Schlessinger, 
D. P. Strachan, H. E. Wichmann, M. I. McCarthy, M. Boehnke, I. Barroso, G. R. Abecasis, 
J. N. Hirschhorn; Genetic Investigation of Anthropometric Traits Consortium, Six new loci 
associated with body mass index highlight a neuronal influence on body weight 
regulation. Nat. Genet. 41, 25–34 (2009).
 67. F. Claudia, E. Thiering, A. von Berg, D. Berdel, B. Hoffmann, S. Koletzko, C. P. Bauer, 
B. Koletzko, J. Heinrich, H. Schulz, Peak weight velocity in infancy is negatively associated 
with lung function in adolescence. Pediatr. Pulmonol. 51,  
147–156 (2016).
 68. C. J. Kruithof, O. Gishti, A. Hofman, R. Gaillard, V. W. Jaddoe, Infant weight growth velocity 
patterns and general and abdominal adiposity in school-age children. The Generation R 
Study. Eur. J. Clin. Nutr. 70, 1144–1150 (2016).
 69. I. Tzoulaki, U. Sovio, D. Pillas, A. L. Hartikainen, A. Pouta, J. Laitinen, T. H. Tammelin, 
M. R. Jarvelin, P. Elliott, Relation of immediate postnatal growth with obesity and related 
metabolic risk factors in adulthood: The Northern Finland birth cohort 1966 study.  
Am. J. Epidemiol. 171, 989–998 (2010).
 70. C. Flexeder, E. Thiering, J. Kratzsch, C. Klümper, B. Koletzko, M. J. Müller, S. Koletzko, 
J. Heinrich; GINIplus and LISAplus Study Group, Is a child’s growth pattern early in life 
related to serum adipokines at the age of 10 years? Eur. J. Clin. Nutr. 68, 25–31 (2014).
 71. E. Thiering, I. Brüske, J. Kratzsch, B. Hoffmann, O. Herbarth, A. von Berg, B. Schaaf, 
H. E. Wichmann, J. Heinrich, Peak growth velocity in infancy is positively associated 
with blood pressure in school-aged children. J. Hypertens. 30, 1114–1121 (2012).
 72. S. M. Roy, A. Chesi, F. Mentch, R. Xiao, R. Chiavacci, J. A. Mitchell, A. Kelly, H. Hakonarson, 
S. F. A. Grant, B. S. Zemel, S. E. McCormack, Body mass index (BMI) trajectories in infancy 
differ by population ancestry and may presage disparities in early childhood obesity. 
J. Clin. Endocrinol. Metab. 100, 1551–1560 (2015).
 73. I. M. Aris, J. Y. Bernard, L. W. Chen, M. T. Tint, W. W. Pang, W. Y. Lim, S. E. Soh, S. M. Saw, 
K. M. Godfrey, P. D. Gluckman, Y. S. Chong, F. Yap, M. S. Kramer, Y. S. Lee, Infant body 
mass index peak and early childhood cardio-metabolic risk markers in a multi-ethnic 
Asian birth cohort. Int. J. Epidemiol. 46, 513–525 (2016).
 74. M. H. Hof, T. G. Vrijkotte, M. L. de Hoog, M. van Eijsden, A. H. Zwinderman, Association 
between infancy BMI peak and body composition and blood pressure at age 5-6 years. 
PLOS ONE 8, e80517 (2013).
 75. R. J. Silverwood, B. L. De Stavola, T. J. Cole, D. A. Leon, BMI peak in infancy as a predictor 
for later BMI in the Uppsala Family Study. Int. J. Obes. 33, 929–937 (2009).
 76. A. R. Hughes, A. Sherriff, A. R. Ness, J. J. Reilly, Timing of adiposity rebound and adiposity 
in adolescence. Pediatrics 134, e1354–e1361 (2014).
 77. S. Koyama, G. Ichikawa, M. Kojima, N. Shimura, T. Sairenchi, O. Arisaka, Adiposity rebound 
and the development of metabolic syndrome. Pediatrics 133, e114–e119 (2014).
 78. M. Giussani, L.  Antolini, P. Brambilla, M. Pagani, G. Zuccotti, M. G. Valsecchi, D. Lucini, 
S. Genovesi, Cardiovascular risk assessment in children. J. Hypertens. 31, 983–992 (2013).
 79. C. Ohlsson, M. Lorentzon, E. Norjavaara, J. M. Kindblom, Age at adiposity rebound is 
associated with fat mass in young adult males-the GOOD study. PLOS ONE 7, e49404 (2012).
 80. S. M. Williams, Weight and height growth rate and the timing of adiposity rebound.  
Obes. Res. 13, 1123–1130 (2005).
 81. J. D. Skinner, W. Bounds, B. R. Carruth, M. Morris, P. Ziegler, Predictors of children’s body 
mass index: A longitudinal study of diet and growth in children aged 2-8 y.  
Int. J. Obes. Relat. Metab. Disord. 28, 476–482 (2004).
 82. S. K. Bhargava, H. S. Sachdev, C. H. D. Fall, C. Osmond, R. Lakshmy, D. J. P. Barker, 
S. K. D. Biswas, S. Ramji, D. Prabhakaran, K. S. Reddy, Relation of serial changes 
in childhood body-mass index to impaired glucose tolerance in young adulthood. 
N. Engl. J. Med. 350, 865–875 (2004).
 83. D. S. Freedman, L. Kettel Khan, M. K. Serdula, S. R. Srinivasan, G. S. Berenson, BMI rebound, 
childhood height and obesity among adults: The Bogalusa Heart Study. Int. J. Obes. Relat. 
Metab. Disord. 25, 543–549 (2001).
 84. S. S. Guo, C. Huang, L. M. Maynard, E. Demerath, B. Towne, W. C. Chumlea, R. M. Siervogel, 
Body mass index during childhood, adolescence and young adulthood in relation 
to adult overweight and adiposity: The Fels Longitudinal Study. Int. J. Obes. Relat. Metab. 
Disord. 24, 1628–1635 (2000).
 85. S. Williams, G. Davie, F. Lam, Predicting BMI in young adults from childhood data using 
two approaches to modelling adiposity rebound. Int. J. Obes. Relat. Metab. Disord. 23, 
348–354 (1999).
 86. R. C. Whitaker, M. S. Pepe, J. A. Wright, K. D. Seidel, W. H. Dietz, Early adiposity rebound 
and the risk of adult obesity. Pediatrics 101, E5 (1998).
 87. J. G. Eriksson, T. Forsen, J. Tuomilehto, C. Osmond, D. J. Barker, Early adiposity rebound 
in childhood and risk of type 2 diabetes in adult life. Diabetologia 46, 190–194 (2003).
 88. M. Prokopec, F. Bellisle, Adiposity in Czech children followed from 1 month of age 
to adulthood: Analysis of individual BMI patterns. Ann. Hum. Biol. 20, 517–525 (1993).
 89. R. M. Siervogel, A. F. Roche, S. M. Guo, D. Mukherjee, W. C. Chumlea, Patterns of change 
in weight/stature2 from 2 to 18 years: Findings from long-term serial data for children 
in the Fels longitudinal growth study. Int. J. Obes. 15, 479–485 (1991).
 90. M. F. Rolland-Cachera, M. Deheeger, M. Guilloud-Bataille, P. Avons, E. Patois, M. Sempé, 
Tracking the development of adiposity from one month of age to adulthood.  
Ann. Hum. Biol. 14, 219–229 (1987).
 91. S. M. Williams, A. Goulding, Patterns of growth associated with the timing of adiposity 
rebound. Obesity 17, 335–341 (2009).
 92. P. Chivers, B. Hands, H. Parker, L. Beilin, G. Kendall, M. Bulsara, Longitudinal modelling 
of body mass index from birth to 14 years. Obes. Facts 2, 302–310 (2009).
 93. L. Gonzalez, C. Corvalán, A. Pereira, J. Kain, M. L. Garmendia, R. Uauy, Early adiposity 
rebound is associated with metabolic risk in 7-year-old children. Int. J. Obes. 38, 
1299–1304 (2014).
 94. M. D. Estévez-González, A. Santana Del Pino, P. Henríquez-Sánchez, L. Peña-Quintana, 
P. Saavedra-Santana, Breastfeeding during the first 6 months of life, adiposity rebound 
and overweight/obesity at 8 years of age. Int. J. Obes. 40, 10–13 (2016).
 95. R. T. Sabo, A. Wang, Y. Deng, C. S. Sabo, S. S. Sun, Relationships between childhood 
growth parameters and adult blood pressure: The Fels Longitudinal Study.  
J. Dev. Orig. Health Dis. 8, 113–122 (2017).
 96. A. Boyd, J. Golding, J. Macleod, D. A. Lawlor, A. Fraser, J. Henderson, L. Molloy, A. Ness, 
S. Ring, G. Davey Smith, Cohort profile: The ‘children of the 90s’—The index offspring 
of the Avon Longitudinal Study of Parents and Children. Int. J. Epidemiol. 42, 111–127 
(2013).
 97. B. Heude, A. Forhan, R. Slama, L. Douhaud, S. Bedel, M. J. Saurel-Cubizolles, R. Hankard, 
O. Thiebaugeorges, M. de Agostini, I. Annesi-Maesano, M. Kaminski, M. A. Charles, Cohort 
profile: The EDEN mother-child cohort on the prenatal and early postnatal determinants 
of child health and development. Int. J. Epidemiol. 45, 353–363 (2016).
 98. V. W. Jaddoe, R. Bakker, C. M. van Duijn, A. J. van der Heijden, J. Lindemans, 
J. P. Mackenbach, H. A. Moll, E. A. Steegers, H. Tiemeier, A. G. Uitterlinden, F. C. Verhulst, 
A. Hofman, The Generation R Study Biobank: A resource for epidemiological studies 
in children and their parents. Eur. J. Epidemiol. 22, 917–923 (2007).
 99. V. W. Jaddoe, C. M. van Duijn, O. H. Franco, A. J. van der Heijden, M. H. van Iizendoorn, 
J. C. de Jongste, A. van der Lugt, J. P. Mackenbach, H. A. Moll, H. Raat, F. Rivadeneira, 
E. A. Steegers, H. Tiemeier, A. G. Uitterlinden, F. C. Verhulst, A. Hofman, The Generation R 
Study: Design and cohort update 2012. Eur. J. Epidemiol. 27, 739–756 (2012).
 100. M. R. Jarvelin, U. Sovio, V. King, L. Lauren, B. Xu, M. I. McCarthy, A. L. Hartikainen, 
J. Laitinen, P. Zitting, P. Rantakallio, P. Elliott, Early life factors and blood pressure at 
age 31 years in the 1966 northern Finland birth cohort. Hypertension 44, 838–846 
(2004).
 101. C. Sabatti, S. K. Service, A. L. Hartikainen, A. Pouta, S. Ripatti, J. Brodsky, C. G. Jones, 
N. A. Zaitlen, T. Varilo, M. Kaakinen, U. Sovio, A. Ruokonen, J. Laitinen, E. Jakkula, 
L. Coin, C. Hoggart, A. Collins, H. Turunen, S. Gabriel, P. Elliot, M. I. McCarthy, M. J. Daly, 
M. R. Järvelin, N. B. Freimer, L. Peltonen, Genome-wide association analysis 
of metabolic traits in a birth cohort from a founder population. Nat. Genet. 41, 35–46 
(2009).
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
Couto Alves et al., Sci. Adv. 2019; 5 : eaaw3095     4 September 2019
S C I E N C E  A D V A N C E S  |  R E S E A R C H  A R T I C L E
17 of 17
 102. N. M. Warrington, L. D. Howe, Y. Y. Wu, N. J. Timpson, K. Tilling, C. E. Pennell, J. Newnham, 
G. Davey-Smith, L. J. Palmer, L. J. Beilin, S. J. Lye, D. A. Lawlor, L. Briollais, Association 
of a body mass index genetic risk score with growth throughout childhood 
and adolescence. PLOS ONE 8, e79547 (2013).
 103. N. M. Warrington, L. D. Howe, L. Paternoster, M. Kaakinen, S. Herrala, V. Huikari, Y. Y. Wu, 
J. P. Kemp, N. J. Timpson, B. S. Pourcain, G. Davey Smith, K. Tilling, M. R. Jarvelin, C. E. Pennell, 
D. M. Evans, D. A. Lawlor, L. Briollais, L. J. Palmer, A genome-wide association study of body 
mass index across early life and childhood. Int. J. Epidemiol. 44, 700–712 (2015).
 104. C. Sudlow, J. Gallacher, N. Allen, V. Beral, P. Burton, J. Danesh, P. Downey, P. Elliott, 
J. Green, M. Landray, B. Liu, P. Matthews, G. Ong, J. Pell, A. Silman, A. Young, T. Sprosen, 
T. Peakman, R. Collins, UK biobank: An open access resource for identifying the causes 
of a wide range of complex diseases of middle and old age. PLOS Med. 12, e1001779 
(2015).
Acknowledgments: This publication is the work of the authors, and M.-R.J., M.I.M., S.F.A.G., 
K.K.O., V.W.V.J., and P.O. will serve as guarantors for the contents. We thank SpiroMeta 
Consortium and deCODE genetics for providing summary statistics of the lung function GWAS 
and the eQTL study respectively. Cohort-specific acknowledgements are given in note S3. 
Funding: All the authors acknowledge the following sponsors for support: UK Medical 
Research Council and Wellcome Trust (grant reference 102215/2/13/2); NIH grant R01 
HD056465; Danish National Research Foundation; NIH Genes, Environment and Health 
Initiative (GEI; U01HG004423); NIH GEI (U01HG004438); Lundbeck Foundation (R19-A2059); 
Danish Medical Research Council (09-065592); French Ministry of Research; INSERM; South 
West NHS Research and Development; Exeter NHS Research and Development; Netherlands 
Organization for Health Research and Development (VIDI 016. 136. 361); European Union’s 
Horizon 2020 research and innovation programme under grant agreement nos. 633595 
(DynaHEALTH), 733206 (LIFECYCLE), and 721567 (CAPICE); European Research Council (ERC 
consolidator grant, ERC-2014-CoG-648916); Academy of Finland (project grants 209072 and 
129255); British Heart Foundation and Academy of Finland (grants 134839 and 129287); 
National Public Health Institute, Helsinki, Finland; World Cancer Research Fund (WCRF UK) and 
World Cancer Research Fund International (2017/1641); Wellcome Trust (WT205915); 
European Commission under the Marie Curie Intra-European Fellowship (project MARVEL, 
PIEF-GA-2013-626461); Instituto de Salud Carlos III (CB06/02/0041, FIS PI041436, PI081151, 
PI041705, and PS09/00432 and FIS-FEDER 03/1615, 04/1509, 04/1112, 04/1931, 05/1079, 
05/1052, 06/1213, 07/0314, and 09/02647); Spanish Ministry of Science and Innovation 
(SAF2008-00357); European Commission (ENGAGE project and grant agreement 
HEALTH-F4-2007-201413); Fundació La Marató de TV3; Generalitat de Catalunya-CIRIT 
1999SGR 00241; Federal Ministry for Environment (IUF Düsseldorf, FKZ 20462296); National 
Health and Medical Research Council of Australia (grant IDs 403981 and 003209); Canadian 
Institutes of Health Research (grant ID MOP-82893); Royal Society of New Zealand Marsden 
Fund (grant 16-UOO-072); Academy of Finland (project grants 104781, 120315, 129269, 
1114194, Center of Excellence in Complex Disease Genetics, and SALVE); University Hospital 
Oulu; Biocenter; University of Oulu, Finland (75617); European Commission (EURO-BLCS, 
Framework 5 award QLG1-CT-2000-01643); NHLBI grant 5R01HL087679-02 through the 
STAMPEED program (1RL1MH083268-01); NIH/NIMH (5R01MH63706:02); Medical Research 
Council, United Kingdom (G0500539 and G0600705, PrevMetSyn/SALVE, MR/M013138, 
G0802782); Wellcome Trust (project grant GR069224); and EU Framework Programme 7 
EurHEALTHAgeing 277849. This research was conducted using the UK Biobank Resource. The 
funders had no role in study design, data collection and analysis, decision to publish, or 
preparation of the manuscript. Author contributions: All authors contributed in reviewing 
the paper. Table S19 presents the contribution of each individual author. The names of 
individuals who contributed to specific statistical analysis and drafting the paper are given 
below: writing and discussion group on analyses specific to the project: A.C.A., N.M.G.D.S., S.S., 
S.D., U.S., M.K., I.J.M., J.P.B., R.C., H.R.T., A.M.L., A.R., A.I.F.B., V.W.V.J., J.F.F., P.O., K.K.O., S.F.A.G., 
M.I.M., and M.-R.J.; GWAS meta-analysis working group: S.D., H.R.T., U.S., and V.K.; conditional 
analysis: S.D.; variant effect prediction; PheWAS, GWAS catalog, meQTL, and eQTL lookups; 
pathway analyses; SNP heritability with LD score; genetic risk core; and post hoc power 
analysis: A.C.A.; Bayesian colocalization analyses: C.D.B.; PhenoScanner lookup and genetic 
correlations using LD score regression: N.M.G.D.S.; BMI SNP lookups: A.C.A. and N.M.G.D.S.; SNP 
heritability with SumHer: D.S.; responsibility for figures and tables: V.K. did Fig. 1; A.C.A. did 
Figs. 2, 4, and 5 and Table 3; M.B. did Fig. 3; N.M.G.D.S. did Tables 1 and 2. Competing 
interests: M.I.M. is a Wellcome Investigator, an NIHR Senior Investigator and has stock options 
in Zoe Global, has received research funding from Abbvie, Astra Zeneca, Boehringer 
Ingelheim, Eli Lilly, Janssen, Merck, NovoNordisk, Pfizer, Roche, Sanofi Aventis, Servier, and 
Takeda. As of June 2019, M.I.M. is an employee of Genentech and a holder of Roche stocks.  
M.I.M. has also served on advisory panels for Pfizer, NovoNordisk, Zoe Global and received 
honoraria from Merck, Pfizer, NovoNordisk, and Eli Lilly. K.H. is as an Editor in Chief of PEPTIDES 
and has received an honorarium from Elsevier. There is no bearing  related to the present 
article. T.M.F. is a consultant for GSK, Sanofi, Servier, and  Boehringer-Ingelheim. The views 
expressed in this article are those of the author(s), there is no bearing with the consultancies. 
The views expressed in this article are those of the author(s) and not necessarily those of the 
NHS, the NIHR, or the Department of Health. There is no bearing with other listed disclosures. 
Data and materials availability: All data needed to evaluate the conclusions in the paper are 
present in the paper and/or the Supplementary Materials. Additional data related to this paper 
may be requested from the authors.
Submitted 7 December 2018
Accepted 6 August 2019
Published 4 September 2019
10.1126/sciadv.aaw3095
Citation: A. Couto Alves, N. M. G. De Silva, V. Karhunen, U. Sovio, S. Das, H. R. Taal, N. M. Warrington, 
A. M. Lewin, M. Kaakinen, D. L. Cousminer, E. Thiering, N. J. Timpson, T. A. Bond, E. Lowry, C. D. Brown, 
X. Estivill, V. Lindi, J. P. Bradfield, F. Geller, D. Speed, L. J. M. Coin, M. Loh, S. J. Barton, L. J. Beilin, 
H. Bisgaard, K. Bønnelykke, R. Alili, I. J. Hatoum, K. Schramm, R. Cartwright, M.-A. Charles, V. Salerno, 
K. Clément, A. A. J. Claringbould, BIOS Consortium, C. M. van Duijn, E. Moltchanova, J. G. Eriksson, 
C. Elks, B. Feenstra, C. Flexeder, S. Franks, T. M. Frayling, R. M. Freathy, P. Elliott, E. Widén, 
H. Hakonarson, A. T. Hattersley, A. Rodriguez, M. Banterle, J. Heinrich, B. Heude, J. W. Holloway, 
A. Hofman, E. Hyppönen, H. Inskip, L. M. Kaplan, A. K. Hedman, E. Läärä, H. Prokisch, H. Grallert, 
T. A. Lakka, D. A. Lawlor, M. Melbye, T. S. Ahluwalia, M. Marinelli, I. Y. Millwood, L. J. Palmer, 
C. E. Pennell, J. R. Perry, S. M. Ring, M. J. Savolainen, F. Rivadeneira, M. Standl, J. Sunyer, 
C. M. T. Tiesler, A. G. Uitterlinden, W. Schierding, J. M. O’Sullivan, I. Prokopenko, K.-H. Herzig, 
G. D. Smith, P. O'Reilly, J. F. Felix, J. L. Buxton, A. I. F. Blakemore, K. K. Ong, V. W. V. Jaddoe, 
S. F. A. Grant, S. Sebert, M. I. McCarthy, M.-R. Järvelin, Early Growth Genetics (EGG) Consortium, 
GWAS on longitudinal growth traits reveals different genetic factors influencing infant, child, 
and adult BMI. Sci. Adv. 5, eaaw3095 (2019).
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
and adult BMI
GWAS on longitudinal growth traits reveals different genetic factors influencing infant, child,
Sylvain Sebert, Mark I. McCarthy, Marjo-Riitta Järvelin and Early Growth Genetics (EGG) Consortium
O'Reilly, Janine F. Felix, Jessica L. Buxton, Alexandra I. F. Blakemore, Ken K. Ong, Vincent W. V. Jaddoe, Struan F. A. Grant,
G. Uitterlinden, William Schierding, Justin M. O'Sullivan, Inga Prokopenko, Karl-Heinz Herzig, George Davey Smith, Paul 
R. Perry, Susan M. Ring, Markku J. Savolainen, Fernando Rivadeneira, Marie Standl, Jordi Sunyer, Carla M. T. Tiesler, Andre
A. Lawlor, Mads Melbye, Tarunveer S. Ahluwalia, Marcella Marinelli, Iona Y. Millwood, Lyle J. Palmer, Craig E. Pennell, John 
Hyppönen, Hazel Inskip, Lee M. Kaplan, Asa K. Hedman, Esa Läärä, Holger Prokisch, Harald Grallert, Timo A. Lakka, Debbie
Hattersley, Alina Rodriguez, Marco Banterle, Joachim Heinrich, Barbara Heude, John W. Holloway, Albert Hofman, Elina 
Stephen Franks, Timothy M. Frayling, Rachel M. Freathy, Paul Elliott, Elisabeth Widén, Hakon Hakonarson, Andrew T.
Consortium, Cornelia M. van Duijn, Elena Moltchanova, Johan G. Eriksson, Cathy Elks, Bjarke Feenstra, Claudia Flexeder, 
Schramm, Rufus Cartwright, Marie-Aline Charles, Vincenzo Salerno, Karine Clément, Annique A. J. Claringbould, BIOS
Marie Loh, Sheila J. Barton, Lawrence J. Beilin, Hans Bisgaard, Klaus Bønnelykke, Rohia Alili, Ida J. Hatoum, Katharina 
Lowry, Christopher D. Brown, Xavier Estivill, Virpi Lindi, Jonathan P. Bradfield, Frank Geller, Doug Speed, Lachlan J. M. Coin,
Alexandra M. Lewin, Marika Kaakinen, Diana L. Cousminer, Elisabeth Thiering, Nicholas J. Timpson, Tom A. Bond, Estelle 
Alexessander Couto Alves, N. Maneka G. De Silva, Ville Karhunen, Ulla Sovio, Shikta Das, H. Rob Taal, Nicole M. Warrington,
DOI: 10.1126/sciadv.aaw3095
 (9), eaaw3095.5Sci Adv 
ARTICLE TOOLS http://advances.sciencemag.org/content/5/9/eaaw3095
MATERIALS
SUPPLEMENTARY http://advances.sciencemag.org/content/suppl/2019/08/30/5.9.eaaw3095.DC1
REFERENCES
http://advances.sciencemag.org/content/5/9/eaaw3095#BIBL
This article cites 103 articles, 6 of which you can access for free
PERMISSIONS http://www.sciencemag.org/help/reprints-and-permissions
Terms of ServiceUse of this article is subject to the 
registered trademark of AAAS.
is aScience Advances Association for the Advancement of Science. No claim to original U.S. Government Works. The title 
York Avenue NW, Washington, DC 20005. 2017 © The Authors, some rights reserved; exclusive licensee American 
(ISSN 2375-2548) is published by the American Association for the Advancement of Science, 1200 NewScience Advances 
 o
n
 Septem
ber 20, 2019
http://advances.sciencem
ag.org/
D
ow
nloaded from
 
